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5^ (57) Abstract: Compounds represented by the following general formula (III), prodrugs thereof, pharmaceutical^ acceptable salts 
I/} thereof or solvates of the same which have a thrombopoietin agonism: (III) wherein R 9 represents hydrogen, optionally substituted 
O lower alkyl, etc.; R 10 , R 11 and R 12 independently represent each optionally substituted alkyl, halogeno, etc.; R 14 s independently 
represent each lower alkyl, halogeno, etc.; n is an integer of 0 to 2; and the ring A 3 is a group represented by the following formula: 
O (wherein R 13 represents hydrogen or lower alkyl; and T represents oxygen or sulfur). 
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5 &ffifrm 

^£*lTV>-3 0 > D>tf#:n^> £3 — Kt-?>7t-(S^©^*i3^J{i. Proc. Natl. 

Acad. Sci. 89:5640-5644 (1992)£1B«£ tlX V> % o h D > >^#l-$i*a'l££* 
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?t£t)%, *#flllBU 1) — JK* (I) : 
x i_ Y i_ z i- 




A 



1 ) 0) 



>h ^ 

R 8 ' Ft 7 

X^ 1 XM .Xh XM 

(5£<K Efc*-CH 2 -s - (CH 2 ) 2 -, - (CH 2 ) 3 -. -0-CH 2 -. Sifcfci 
— S — C H 2 9 

R 12 

(5£fK R 10 > R ll s ^«tr>-R 12 (i^n^n^iEbT7j<^M^s BJfegS£A*>£»38jR 

£S?Aj&» ft* 1 &±<DWm£ste&vTWm2tlX^X&£^T)l'lrJl**-$<, 

X^Xb&^V^-Jl's B»*#B ft 3 1 H±©fiSC<tot|li?n'r 

V^Tfe i^f07'J-^ £fe««**#B ft* 1 tt±0fiSCJ;oT 
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BI&ffl^B : t h*D^r^ s ^d^>, y\ u i&mT )V * )\s , 

Y 1 {£ — N R A C O — ( C R c R D ) 0 - 2 -^ — N R A C O — (CH 2 ) 0 - 2 -V-, -N 
R A CO-CR c =CR D -. -V- (CH 2 ) !. 5 -NR A CO- (CH 2 ) 0 - 2 -. ~ 
15 V- (CH 2 ) !_ 6 — CONR A — (CH 2 ) -CONR A - (CH 2 ) 0 - 2 -. 

- (CH 2 ) 0 -2-NR A -SO 2 - (CH 2 ) o-2-^ ~ (CH 2 ) 0 _ 2 -SO 2 -NR A 

- (CH 2 ) 0 -2-> — N R A — (CH 2 ) o-2-s — NR A — CO — NR A — „ -NR A 

- C S — N R A — n -N = C ( — S R A ) — N R A — > - N R A C S N R A C O -N = 
C ( — S R A ) -NR*CO- — N R A — (CH 2 ) 1 _ 2 -NR A -CO-, — N R A C 

20 ONR A NR B CO— n £fc«-N=C ( — NR A R A ) — N R A C O — (jS*. R A «^ 

n -e nil b x ykmm =s- £ tz \± &m 7»*&;R B itikmm =¥■ £ tz « ? x - > ,• r c & £ 
w.WkZnx^xb&^'ig.ffi.Tn'tr-jv^ gm$n•rv^•r€)<kl^•^g^T;l/dr-;K BJ££ 

l^^PT.n/^K Bi&^tbTV^fc J^T^^K BJ&^nTl^T&J^'s^ErT' 

u-;i/t;i/*;k B^ftTv^fciv^l^Si^fit^a. 3;£{±B&£ixT^T£) <fc 
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> ; 

5 A 1 ^(±3Si : 



? ; R 3 fectt>*R 4 (i^*)fc7kM^^fe{±— littd^oT^M^* b < teflSfliilC^ ; R 
10 N ( R F ) - (sStK R F «7j<^M^*fc:{i<Si®^^^r>'l') > $fett-CH 2 - ; mji 1, 

2. ^^(±3 ; am ( ) tt^i§r©#&£fci£^#££afc-r) -e^fc^n^,^; 

M ( ) «^©#ft^feii^#**«fct- ; 

^M^©^-&{iR 12 {*7y^M^-eii>fe<s R^&yKmm^&m&lZ. R ll £J;^R 

^McPlXteU «Tfc^t2) ~2 1) CitSo 
20 2) Y^-NHCO-, -CONH-. -NHCH 2 -. - N H C O - C H = C H 
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4) A 1 ^*^ : 




T 



,13 




.13 



7) jfli/jN«ffife*»i«st-**:«>©^iii*ii3e , r*fe«>© i) ~ 5 ) cDv^-rn^tia^cD 

8) 1) ~5) <Ol^iX7!PtlB*?cD^b^%©^^±^&^-r«*A^^tfiif?L»^7{3 
15 9) -^Si (II) : 



R 



( 12 




5 



WO 02/059100 



PCT/JP02/00547 



x^x <& £^##m*HkSR& 

Y 2 li-NR A CO- (CR C R D ) o-2 ~> -NR A CO- (CH 2 ) „_ 2 -V-, — N 
R A CO-CR c = CR D -. -V- (CH 2 ) 1 . B -UR A CO- (CH 2 ) 0 - 2 -s - 
V- (CH 2 ) x _ 5 -CONR A - (CH 2 ) o-2-n -CONR A - (CH 2 ) 0 -2~> 
15 - (CH 2 ) 0 -2-NR A -SO 2 - (CH 2 ) 0-2-s ~ (CH 2 ) 0 _ 2 -SO 2 -NR A 

- (CH 2 ) -NR A - (CH 2 ) o_2-s — NR A — CO — NR A — „ — N R A 

- C S — N R A — % -N = C (- S R A ) -NEA-, - N R A C S N R A C O - N -N = 
C (— S R A ) -NR A CO-> — N R A — (CH 2 ) !_ 2 -NR A -CO- N — N R A C 
ONR A NR B C O — N S&|±-N=C ( — NR A R A ) — N R A C O — (st^K R A «^ 

20 n^en^i: **jBry g.tc&ig.my*** ; r b a 7xz;i/;R^,t 

gifts ftTv^r * i^ffijRrr/i/*^**-^ g&Sft-ti^T * <fc v>-®^t;i/^;i/^-^s 
g»$ft-o>T* ^•mtvi/^-^k fft^ntut^iv^T;^-^ g^S 

U7U ; VttlMW&^iifclifcJtJBr?) ; 
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5 -77^^^ ;v ; 
A 2 ««5£; : 



N (R F ) - (Si*. R F {±7jc^M^^^:i*^T;V^;i/) > Sfell-CHj- ;m»l, 

io 2. sfe«3 ; mm ( ) ii«^©#*s;fet±^##***>"*") n&t>iftizm; 

mm ( ) &%i<et<DW&&tz\zttiE*mt)-r ; 

fcfdh, R l \ R 1 x n R 12 ttH^(w7jc^TT-{i«: <> R 1 0 *J £VR 1 1 .& H * 
10)Y 2 *s-NHCO-s -CONH-, -NHCH 2 -s — NHCO — CH = CH — N 

1 3) A 2 ^*s^i : 



5 
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cat. Ri3\z7mm^$.tc\*&mT)\'*)v } m&-s-. -o-, -n cr e ) 

ill? ; «Iii^<5^aSfctt^4S^t] -efe«9) -12) ©M-rftfrfciB 
©*«IE*i%o 

i 4) gaR^as^©*****^) ~i 3) (D^-?Mptemm<Dfc&m, -eo/D f-5 

1 5 ) -JR55 (III): 



R 12 
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t u-;k *fc»±«fta£*B*»&»&$ft* i &±©g$&Sfc:J;o-tg&£ftTu-t& 
ft-cwc* .tv^^y* B^ft-r^-cfcct^r^y #;i/5j?-;K B&3I&B 

7';v^;i/^-dp>>*;i/#=;i/> 7- -n/ 2/ N B^ft-ti^t: cfci>7 s. y . l¥5$WWi 
R^ja^ft^ft^-fcb-r. •®i^7';i/^>'K ad^x /\n®S7;i/^K fi«7'^*/i/ 
15 n{i0~2©^§& ; 



20 Jfeli*ft?.©Si*®o 

;k r/wW-^^^S/s ^n^T;^;^^^ * fcttMifcaagB ft * 1 

±©B&S~eB8l£ft"£iN-C i & £iM7 = ; R 1 l 1fi&MR : ?* Anfit7;^;K * 

rcit^^uwiTjv^^^^tyi^^R^^k^m^^rzity^mmTX'^i 1 5) sb 

25 «S©-fb-&^ WoF5^ b < &-€-ft£>©SS3!±fF^£ft3^ £fcfi^ft£> 



A 3 SttS : 
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10 1 7) 9) ~1 6) <D\^niP\^U1&<Dfc&®*^i1$3j8,frh bttttSll^tlo 

18) 9) -16) <D^Tft^£IB«©<bi^&^?8UiS#-i: bT^^fTS h n >5jt7jfai 

19) 9) ~i6) (D^Tnfrtemm<D<tb'& ! %!*%}%}f£fr£ vx^mT^M^m^m 
is 2 o) M/bmm&*mffi? : g>fc:&<z>MM*mm?%fctb<D9) ~i6) ©i^-m^cta 

2 1) 9) -16) ©V^-rn>{) i Ci3®CD'fb^©^±^^$:^•rS ; &A^^tfI«S J l& 

*ra#tK #&-e$ b < &i&®mm£mfr&te"&xm^?>tL2> ^t^^-^j tits 

/fy\^i/;K n-^^f^K n-^^K n-y^-JW n ~;k n->>> 

10 
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-;i/^Fds#(f e>n?>o #*u<j±, c i~c i o T)]s*jvwm? btiZo £££$?£u 
<&> ci~c67;i/^;v* s fife.nSo 

?-)\,^ :h^-;k n-rrnt^K -YV7*ntr;i/. n-:7^;K -^v^^K sec-^^ 

;K tert-^;K n -^•>5 L ;V. •f , M>?iK n e o --^>^;K n 

20 ^-;k I^o^f^JHeWfi^nSo »S Kit C2~C6Tfr*-;V& 

25 l£, :j^-;K 1 -:7n tr-;v s 2-7ntT-;K l-:r?-.^;K 2-^=;i/ x 3- 
»Sb<Ss C2~C6 7;^-;«H , &^5o b<«U C2~C47;V 

11 
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^mmm*. ^t^jv^-jvj tit, mm r®^r;v^^j izffim fTV-jvj ^1$ 

10 x«> 3 -7*-;i/7-d tr;v^) ^ ^-^^^^^-^ (^J^.iix l —3-7 2 
^3§§#i© 5 ~7«^*fe{i^ne>^2®jy.±iii-arufe^^e»gi#$n?. 1 i©ss 

tn'JriKMH> 3-^d»j=;v), -f?^';j>=^ (#9;ifc^ 2-^*VU 

12 
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5 ^mmm^> JWHrc* v<\*4b<Dmm£ffi.fr'&$>'&xm^t>ti2> r ^n7 '7 — 7i/j 
Ao&raS&M'f *• cfttetuIB ri/^DTWj s IffIB *7 U— /l/j > H5I3 r# 

10 -e8^L55o 0Ox.li. up u;i/ i-^d^k 2-kdij;k 3-trny 

71/ ) N 7.ij;v (08*«n 2-7U7K . (MtUS, 2 -^c=. 7b. 

3-3^-71/) N -T^\7>7 71/ (0!l7li£> 2-^*VU7K 4-^5^\/>j71/) s If 
v^U7l/ (#lx.i£, 3-f^^/U7V) x -fVf-TVf'J* 3 

— f V^Tl/'J 7V) s -fV*WJ^ (#!x.i£s 3 --f \r**W »71/) . ^iM/ 

15 U71/ (0B;U2. 2-**-WJ/l/) . *-T\JVJU 2-^X\/D7l/) % tf >7 $7 

7V 2-fU^7K 3-fcTU^7K 4-f US771/) x \f^i^=-)V 2 

- \15>i?-)V) > t?U$^-7V (0flxJi> 2-b'7 5£>-7K 4-tTU^^-7l/) % t! 

7V (MZIZs 3-tT»;^— 71/) > ^b^v/'^V W^liv lH-rh7V"J 
7V) > *W7VV* (0J*«, 1,3, 4-^^-y-^rV^U7V) . f7WJA 

20 (#J;tfc£> 1,3,4 -^-TVT^ U 71/) N W > K U V — fr (0J*fcjU 2 --f > K'J 27 
=7K 6 — -f > K U i?-7l/) x -fy-fVK'JTV («it «n 2 — f V -f > K V 71/) „ -f > 
H U 71/ (fllTt^U 1 > P U 7K 2 — f > K » 7K 3 --f > K U 7V) % ^ >^ U 71/ 

3 --r >*VV7i/) , yv=-jv mz-i£, 8-ru-7i/) ^ *y u^-7i/ (#1 
abu 2 v*j=.)v) , -r U7i/ mate. 3 ->f v*yy/i>) v *j U7V 
25 jt«^ 2-^y;7K 5-^^y7i/)s ^^5^-71/ (01* & 1-7*^^-71/). 

^-7^-'7^-7V 2-t7?!)y^) . 3^^-71/ (#!lx.ti N 2-^77 = 

7i/) x ^±v^'j-7i/ (ixS, x s^>y»;-7i/ 3-s>> 
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>;$7-;k 3 h W-jv) s u 57-71/ (0i*.Ks i-T^u^^;i/s 2 

2 -^>vT^-dF^-vTi;;v) N ';^t^7V U ;i/ (#!I3J£. 4 - ^ > 17* ;T If 27 7* 

10 ^>v^^-7i/ (0O;U^ 2 =-7i0 swas^fe ft* o 

;k 7'J;Vs t'j?y-;K -y^^VD/k f7»;u^ tf^ifv^K hOyi/U/i/ 

WMSWAfc**** r^D7y-;vj kuttv K'JS>^ k^VU/k t'J 
is ;k -f^»;y^ f7v"J^ 7>j;k $ uv> 0 

iJ^Pjfl bW 

xr;nf;i/ 2- (5=-^7^>- 2 , 7 y/M^-TV (#8x. 

tf % 2-7';^f*) n 7';*x^ (0i*«2- (77>-2-0) 
KO'JW^ % KnUM^^jlB, 2- 

25 D-71/-2 3:^7V) , -i X W V JV* ^71/ («*t^ 2 - -Y $ *V U 71^ 

5 ^vTU 71/^^71/) x -f 5.*V;7V:n^;i/ (^^.li, 2- (-f . ;v-2- 

14 
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2-f7 s ; , j;w^) s ^t s J v jv^k (mz\Zs 2- {^t s j— 2 --r/io 
s -fyf7i/»J;M^ 3 -- T v^:rv";;i/p<^;i/) , yt*i^ 

5 2 -^-^r-y-\/u;i/^^;v) , ^-^r-tJ-y;;v^^;i/ (0Ox.fc£. 2- 2 - 

-oi/) % vfy^;vy^;v (0O;t«s 2 - f >; y 3 -tf u 

4-ifyy/M*-/iO ^ s^v^^i/ 2 -try s^i/oi^i/) 

So 

;£JD3iS81*<K r TV U>j tte, MtB i"7';-^ cZ) 2iMt*t5„ #3;?J£s 7 
10 ^-V>, ±7?-V>mifimift>nZ>o <*S>£i¥l/<&. 1, 2-7xrl/>, l J 3 

15 b<fciU 2, 5 -^tf^iViM^K 2, 5-77>^;K 2, 5 - If U S> > ^ 

#D)I*»«»K r^^#j»«*a»s?-f^j fctt. 1513 r^5f§K^^Sj ©2iSS 
20 #Bj3iffl#rK r>>^ nT^^l^Vj IJB rj/^D7^j © 2<ffi^&7giEfc-r 

tr;i/^-Jr2/, ^V7nm+^s n-:7*-/U:*-*3/% -fV7W*^ sec-^ 
25 ^;V^-^P->> tert-7f^*A n /I/ a - *-^-* n -^3rJ/;V;fr3rS/\ n 
-^^/I/^-^S/n n-Xtrm**}'^ n- J±-)V%-*r*s, n -5 s * 
W&n^o »SKI±> ^/l/**^; x^/l,**^ n-7Dt;i/^dri,, -fy 

15 
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7d t^i/*-*^ n-^;i/t^'>W&n5. 

/D^v^dr^, ^ v^'Dtf;V3>-^r5>'> n - * i/, << V 7 ^Jbjr* sec 

5 m^-;i/3r=3p^s n-7*Dtf;i/^^->, ^;7nt:;^^K n-:/^;!/^^*^}? £> 
it -5 o 

20 

16 
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> -f ;v 3- * m ifi m v e> n & » 

10 . buSB KfD7'J-;vj > huI3 r/xfD7'J-^7;wi/j , £7c teiiuIB i"t>> 
j -c l * 7c 2 ^/^g^ft^r <fc v>7"$ s %&&-f2> 0 0!)xJ£x 75A 
tks, i^^f;i/7U> xf;Mf;i/7?^^ ^i^r^x.iww^^, 

is 7Ui s fi?&ns. 

20 ;i/>tf^;i/#3M;f &ft3o 

tufa rri)—;i/j s MIB r77^^;vj ^ HulB rArD7>;-;i/j > MSB r^^DT'; 

25 

17 



WO 02/059100 



PCT/JP02/00547 



io R\ R', :fc£^R 9 lc;fcW-3 ^|i^$nTv^t^lJ:v^@,f7^d^;^j ©g^Si: b 
t-v^ ii^nti^^iu^KK =N-o (-tswiO ^#3M:f£ft 

25 Tfr^frltlri/m&mtfbtlZo 
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Ig&ffigT- 1 ffi^JlSffl b 5 3 o 

>j , rggi^tv-c^Tfc.kM:/";— > rg&^tiT^-t $ x „ rg 

$ftTv^*> £vNT;i/3r;K i/?Q7;^;K teMcr^T—fr. fr^ 

gm^nTv^fci^r ^ y ts^i/**^ B^Sfi-c^tfe J; 

g^^^n•rv^-c^)cfcv^^7 i DT , ; -a- (gi&si:LTy:> ad^x 

%A^7 7/1'*^ ^T^^^^^^-^s ^7-^;, 7VS, — N = N — (g& 

19 
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XWffimtp, (a) ^ r lia^~7f#4tSi fc&^ttfcf-So 0>Jx.fc£> (CR C 
R D ) 0.-8** (CR C R D ) #0~2<@#:£ir-3Ci:£, (CH 2 ) 0 _ a tt (CH 2 ) #0 
5 ~2«#ffi1-^.c:i:§s (CH 2 ) !- 5 a (CH 2 ) isi-5fl#4t«;i:4I«tSo 

<DWP&¥w\znz t te^mrn t v xmm r * ^ # *c » % • 

15 ^3) JftJBffl©«#«fc**Jlli^«R©»^**<KT***ci:*^l , &'r*o 

20 XftMih&Vo (I) B\ «T©Att3^6 Cife, ^iVSKc^^tSCi^ 
£fcx WO 97/0513 S^ct^WO 98/39737 KHB«0^S^H«© 
Rfateft a i t C <fc o T b^fft-fZ C k * * o 
(AS) 
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► R 15 OOC — 2 

(IV) (V) 



R 15 OOC — Z 3 — CHO ► R 15 OOC — Z^^y-Ny 

1*0 



Ut 3 

HOOC — ZS^VTN X 1 — NHCO — ^^V^N 

X 3 -NH 2 

(VI) (VII) C-A) 



(iixg) 

(IV) ) & USSR** 2: btffiffln, 
-fb-^-t? (IV) fct> WTt^tD ~3) (D^Cibf 5^tfe"Ct5o 1) 
io t )V i/ IDVK Xifti )\s WWkMh Lr*-T-5'fb-^^>o*;i/^dr 

Swerng^ De s s-Mar t i n|M) , ^l/^l/^*^^^^^?/ 

is 7;i/7bF^ft^ft(lv)Aj:f< 0 

d£fc:<fc»K ^>i"Jr>iiM^^llTfe^o -(b^ (IV) 
i^oiSa^N WR*«kVtr^.U y>*«»©#«Ts 2, 4-f7 ( ;'J^>^> 

20 x.%—tfj]/ (Knoevenagel) JxjEO o 

7D-r^^Ii:* s •t♦§^o>S^B^^I^^tfc:-rg^feS* s #^5E■r^^^•«^^©S% Protective 
Groups in Organic Synthesis, Theodora W Green (John Wiley & Sons)^ dBSO^S"^ {£§1 
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(1211) 

(i3ii) 

*nii, io >v$>mmm#> (vn tT$.>mmw. (vid att^^/i/Su 
a^oij k» n m&mteTkwmmteXbBif&zitzziitzat), 7=- pnvita -a) 

b'j7vf-^ th-D*^^i'i'V^$ b\ y^wu bry i?>mt.. ys/^n^ 
^/lob/M^JM 5 K 1-31^^-3- (3-^^f;v7 5/7Dtf;i/) *;i/7j^y-f 

15 ^-;v^dij H-^^-^if y;i/^n y >'£t£|gi; UtJffiSI©*;v^>^*— mi**d u 

20 

-fb-g-fe (Vii) «mflE3ftT^a<b^%£#Jffi1-a££#^£3#s feiTK^t* 

25 (vii) %m%z.twc&%o 2) x 1 &mW:£nx^x>b a\,^^7 friz $> 

T8B©^*c«fcD'fb-&« (vii* ) s»*c:fc#'e$*o 
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NH 2 

(viii) (ix) Hal (vir) rF 



5 (^UI) 



(B8) 

fill i2lS 
HOOC— ^^VN *- BocHN— Z'^V'TN 



J ^V^\ *~ BocHN — ^^VTN 

(VI) (X) 



H 2 N— Z 3 ^^^ *~ X 1 — CONH— ^-^V^N 

(V) x 1 -COCI 

(xi) ^" (xii) a-B) 



15 (j£fK A 1 . X\ ^3j;VZ 3 {i^)|Bi:|BlMa> Bocttt-^ttJ/*^=/l') 
Matt, *;^^^§BocT?ffii^hfc7^fc^tsxi^fe^ 0 «*.«s 

•ft JV 7$ * i/ (IV) S^^^*W7U\ h;l/Jl> N x.~^;i/ % y 
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-So 

(I21g) 

2^X® B O C ®fflM.Wi £ fJ "5 -X^It: & 3 o Protective Groups in Organic Synthesis, 
5 Theodora W Green (John Wiley & Sons)^fc iBls fi 1 5 CI £tt!Z%2>o 03 X lis 4b 

(x) *fv 7;i/3rn^^T-®s-rsii fcfcii) a ftk-r (x i ) 
(i3is) 

0 

(C») 



HalOC 




(3at«f»N X 1 ^ Z 3 , ^cfctt'Ha l{±HuIBtl^^) 

#lgfci\ A^(:!B«$nt^'5ft^ (VI) ffl«^o$*Wb4S» (XIII) 
is r^^^A-fywr^-b-c^liU mtZ® (VI I) i:fi«^-&^ci: 
fc«t i> gfitJ^-TSYb^ (I-C) 'si:*<xgT!&3o 

Y^-CONH-s .-NHCO-N ifeJilf-NHC (=S) NHC (=0) 

-efe^-fb-S* : 
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5 (A 1 * Z x s i±VAlkliij||BkH**) 

— j8S5£ (D . (II)', (III) fc43i^-C«EiSl**ig-6'©?SF*S5%'-r»^-ia:, 




10 X 1 , Y 1 , jsilfZ^KfEfcHM) 

r**6unb-&»j fcvi5»^icr4s siaLttfSSft*** *fe»±* ©*«i«» 
ns, Tfrjuv&m iv?-<>&, i-vvza, xvz&m) , T»%v±m& 

20 
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n^Sli, ^iSDesign of Prodrugs, Elsevier, Am 
sterdam 1985 fcSBttStfCWfco :*fSI»fb£*#*;i/#*$/;b»M*-* 

•oxm:&$ti%Ts. Fmmfao&o&yv h^'^^^ftSo ^^^^bt 

»C» S lA^^T^t LtB, ^^si^^K ji^^ji^^^K n-:/D tf;wn;* 
-fV7at:^f^, n-^^l/x.^^JK 'fV7fJH7f;K tert — 

:r;i/lg#;pf:r£>ft&o *^lfflfti^Wt KD^i/;vSS*t5iM^ 03;tfc£fc ^*^*- 
^i: UT^C^I* IsX^TS/friClr^h LX\t, -OCOC 2 H 6 , -OCO (t-Bu) . 
15 -OCOC15H31, -OCO (m-COONa-P h) . - O C O C H 2 C H 2 C O O 
Na. -OCOCH (NH 2 ) CH 3 . -OCOCH 2 N (CH 3 ) j^ftf&nS, * 

20 NHCO (CH 2 ) 20 CH 3 . -NHCOCH (NH 2 ) C H 3 <¥*»#lf £>ft-5 o 
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5 ascibft^ te^aa* «*a* »«?»*©E*«*iD»**SK:j«b 

TS^U B««ii:t«i: ti s t§«o &l*a<z> 3S^)feS*(ci:*fc:«S*a 

AKuBP-C^rsW-fi's ®^0. 1-10 Omg/kg/BTffctK #*L<B:1~20 
10 mg/kg/ 0"5l>5o 

15 Me : 
E t : 

n-P r : n-7"D tf;V 

i - P r : tr;i/ 

c-Pr : ^>^D^"ntf;i/ 
20 n — B u : 

i - B u : ^ VT^l/ 

sec — Bu: sec — ;V 

t-Bu : tert - 

i-Bu : V^/V- 
25 n — P e n : n 

c-P e n : 

n-H e x : n-'^S'Jl/ 



WO 02/059100 



PCT/JP02/00547 



10 



c-Hex : ^ n^3^>;i/ 
i - Hex : j V\*ri/)V 
P h : 7 xr.;i/ 
B n : 

B z : ;V 

P y : tf 

T h : — 

A c : T-^^-JV 

Z : ^.yiy)V^^-^io)^^=-)\^ 

DMF : N, N-^^fJ^A7? K 

THF :f b7tKD77> 

propargyl : :7*D /UV^K allyl : TUM pyrazole :.tT5V^— ^> pyrimidine : \£\ ) % 
>^ piperidine: t?^ U >v methyl : .^^K cyclohexyl methyl: ^^D^^ri/;i/p<5=-;V 



15 



F O 

1 



-1)®W« 

mi 




MeO z C 



!2XH . 




Me0 2 C 




1311 
NH 




NH 



I4Xi 



H0 2 C^^ S ^ 

5 ~ F 3 C 




-N F 3 C F 

2 
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2'-7^D-3'-h 'J 7;i/tD^?A7-fe h7x7 > (l) (20.9 g) © 10%^ 9 J — 

-#uv*)v&mmz. &m (5.26 m o *toZ3mo&&mzz^&uremn\srz 0 

j§l§M£l£l/> x^y-;H:SMLx ^•J^T' (7.71 g) &;frDx., 2B3«IJ3ftjt 

SiU b£o *7i^D7h ^7 7^-Cct!3ll|0t, fa-&m(2)& 19.8 

gfffco 

>H NMR (CDCI3 6 ppm): 8.22 - 8.28 (m, 1H), 7.48 - 7.54 (m, 1H), 7.24 - 7.30 (m, 1H), 7.10 (d, 
1H, J = 2.4 Hz), 5.14 (bs, 2H). 
(12Xg) 

r^y* frTfr^t l«^^^;i/(25g)*5 <fc^n^^>(23.3g)^ h;i/:n 

imol/L fcT^D y >- h;i/^>?g?g(6.2m])i5 J:^ lmol/L»R- h ,>!/ (6.2 ml)£ 

in^x — ^Rasa&ini&bfco ^jjia*dtufe»»**iiu -fbi^j(4)& 34.6gf#fc 0 

J H NMR(DMSO-d 6 , 5 ppm) 13.18 (bs, 1H), 8.07 (d, 2H, J = 8.7 Hz), 7.73 (d, 2H, J = 8.7 Hz), 
7.68 (s, 1H), 3.88 (s, 1H). 
(I3Xg) 

<b^^>(4) (34.6 g)& 5-9- >(160 ml)x 1^^(250 ml):fe 6mol/L ^^(88 ml)^^^ 
120°CT- SmmJM&MffiVfzo zK(350ml)**P^> ft&fttirS & 3$ U, ^^(5) 
* 30.0 g^fco 

J H NMR (DMSO-d 6 , 6 ppm): 13.95 (bs, 1H), 13.24 (bs, 1H), 8.06 (d, 2H, J = 8.4 Hz), 7.72 (d, 
2H, J = 8.4 Hz), 7.69 (s, 1H). 

(i4it) 

-fb-^fe (5) (3 g) £ is # * V- > (20 ml)*5 «fc l^-fb # — ;i/ (10 ml) 100°C Tf ft] ?§P b o 

^g-CDlfciiflH^o *r;i/# >»ffi-flj4»(286 mg)^ ff§ 1 X^T-^lS b &'fb'&*(2) (368 mg)& 

^;T^1?->(50ml)£}g8?U UU^>(162 /zl)*Anx. 2 i$n 100°CT*M L£o i££P#: 

*«E*»flE«*U ^^fc7(^y-^(6ml), *<2ml)ft;ta*£j5aLfc«g&ttMLfeo. 

DMF TUttS LT-ffr&fcKA-l)* 220 n^ffco 
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»H NMR (DMSO-d S) 6 ppm): 13.90 (bs, 1H), 13.02 (bs, 1H), 8.37 - 8.42 (m, 1H), 8.25 (d, 2H, J 
= 8.2 Hz), 7.75 - 7.81 (m, 4H), 7.71 (s, 1H), 7.53 - 7.58 (m, 1H). 
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*1 



O 

Vs o s 

R 2 



i\y&%a No; 


R 1 


R 2 


1 xl-JNJYut. (JJJVLoU Q-fa) 


A-2 


F 
I 

F 


H 


13.95 (bs, 1H), 12.96 (bs, 1H), 8.24 (d, 2H, J = 
8.2 Hz), 7.81 - 7.88 Cm, 1H), 7.77 (d, 2H, J = 8.2 
Hz), 7.72 (d, 1H, J = 2.5 Hz), 7.71 (s, 1H), 7.37 - 
7.45 (m, 1H), 7.23 - 7.30 (m, 1H) 


A-3 


T 


H 


13.93 (bs, 1H), 12.91 (bs, 1H), 8.24 (d, 2H, J = 
8.2 Hz), 7.99 - 8.05 (m, 1H), 7.75 (d, 2H, J= 8.2 
xiz), 7.71 (8, 111.), /.4o (u, 1x1, J — Z.O tvz), o.yu - 
6.99 (m, 2H), 3.82 (s, 3H) 


A-4 


T 


H 


13.90 (bs, 1H), 13:02 (s, 1H), 8.31 (t, 1H, J = 8.0 

TT_\ o fir /J OXT T Q K TT_\ rr ,71 1-7 on / f>TT\ 

Hz), 8.25 (a, 211, J — o.O xiz,), 7.71 - 7.oo (m, oxi) 


A-5 


I 

F 


H 


13.91 (bs, 1H), 12.98 (s, 1H), 8.24 (d, 2H, J = 8.2 
Hz), 7.87 - 7.92 (m, 1H), 7.76 (d, 2H, J = 8.2 

TT T X w — — /-v w — — y ATTN ^9 v «w J ^-v > /~kT T\ 

Hz), 7.70 - 7.71 (m, 2H), 7.29 - 7.48 (m, 2H) 


A-6 


F 


H 


13.95 (bs, 1H), 12.96 (s, 1H), 8.24 (d, 2H, J = 8.7 
Hz), 8.05 (t, 1H, J= 8.7 Hz), 7.75 (d, 2H, J = 8.4 
Hz), 7.70 - 7.65 (m, 3H), 7.56 (dd, 1H, J = 8.4, 
2.1 Hz) 


A-7 


F 


H 


13.95 (bs, 1H), 12.91 (s, 1H), 8.24 (d, 2H, J = 8.1 
Hz), 7.99 (t, 1H, d = 8.4 Hz), 7.75 (d, 2H, J = 8.7 
Hz), 7.79 (s, 1H), 7.54 (d, 1H, J = 2.4 Hz), 7.18 - 
7.13 (m, 2H), 2.36 (s, 3H) 


A-8 




H 


13.96 (bs, 1H), 12.97 (s, 1H), 8.26 (d, 2H, J = 8.1 
Hz), 8.21 (t, 1H, J = 8.4 Hz), 7.80 - 7.66 (m, 8H), 
7.53 - 7.39 (m, 3H) j 


A-9 


F 


Me 


13.93 (bs, 1H), 12.81 (s, 1H), 8.21 (d, 2H, J = 8.5 
Hz), 7.74 (d, 2H, J = 8.5 Hz), 7.71 (s, 1H), 7.42 - 
7.64 (m, 1H), 7.35 - 7.41 (m, 1H), 7.17 - 7.24 (m, 
1H), 2.30 (d, 3H, J = 1.9 Hz) 


A-10 




H 


13.94 (bs, 1H), 12.93 (bs, 1H), 8.20 - 8.25 (m, 
2H), 7.80 - 7.90 (m, 1H), 7.67 - 7.78 (m, 4H) 


A-ll 


F 


Me 


13.97 (bs, 1H), 12.88 (s, 1H), 8.22 (d, 2H, J = 8.2 
Hz), 7.84 - 7.92 (m, 2H), 7.74 (d, 2H, J = 8.2 
Hz), 7.71 (s, 1H), 7.53 (t, lH, J = 7.7 Hz), 2.35 
;d, 3H, J = 1.8 Hz) 
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Ht2 



tt&m No 




R2 


iH-NMR (DMSO d-6) 


A-12 


i CF 3 

1 

F 


H 


13.95 (bs, 1H), 12.95 (s, 1H), 8.50 (dd, 1H, J = 
6.7 Hz, 2.1 Hz), 8.25 (d, 2H, J = 8.5 Hz), 7.77 - 
7.83 (m, 1H), 7.79 (d, 1H, J = 2.7 Hz), 7.76 (d, 
2H, J = 8.5 Hz), 7.71 (s, 1H), 7.60 (dd, 1H, J = 
11.0 Hz, 8.9 Hz) 


A-13 


Jl 11 • 1 


H 


13.96 (bs, 1H), 12.99 (s, 1H), 8.26 (d, 2H, J = 8.2 
Hz), 8.11 (td, 1H, J = 7.3 Hz, 1.8 Hz), 7.77 (d, 

ott t — o c tt«\ n 79 / c 7 "PH 7* Aft f H 1 PT J-9 7 

Hz), 7.59 - 7.62 (m, 2H), 7.39 - 7.64 (m, 5H) 


A-14 


Br T 

F 


H 


13.96 (bs, 1H), 12.98 (s, 1H), 8.24 (d, 2H, J = 8.4 
Hz), 8.09 (td, 1H, J = 7.8, 1,8 Hz)7.76 (d, 2H, J 
= o.4 riz), (. to - /.bo yen, DxlJ, /.zy yt, lxl, d — 
8.1 Hz) 


A-15 


F 


H 


13.96 (bs, 1H), 12.94 (s, 1H), 8.25 (d, 2H, J = 8.4 
Hz), 7.76 (d, 2H, J = 8.1 Hz), 7.71 (s, 1H), 7.67 - 
7.61 (m, 2H), 7.27 - 7.14 (m, 2H), 3.89 (s, 3H) 


A-16 


F 


H 


13.98 (bs, 1H), 12.93 (s, 1H), 8.25 (d, 2H, J = 8.4 
Hz), 7.93 (td, 1H, J = 7.5 Hz, 1.8 Hz), 7.76 (d, 
2H, J = 8.4 Hz), 7.71 (s, 1H), 7.61 (d, 1H, J = 2.4 
Hz), 7.30 - 7.18 (m, 2H)2.32 (d, 3H, J= 2.1 Hz) 


A-17 


p 


H 


13 95 (bs 1H) 12.94 (s, 1H), 8.25 (d, 2H, J = 8.5 
Hz), 7.94 (dt> 1H, J = 7.3 Hz, 2.1 Hz), 7.76 (d, 
2H, J = 8.5 Hz), 7.72 (s, 1H), 7.61 (d, 1H, J = 2.4 . 
Hz), 7.20 - 7.30 (m, 2H), 2.68 (t, 2H, J= 7.6 Hz), 
1 61 (an 2H, J = 7 3 Hz), 1.30 - 1.37 (m, 4H), 
0.85 - 0.90 (m, 3H) 


A-18 


F 


H 


13.95 <bs, 1H), 13.05 (s, 1H), 8.24 (d, 2H, J = 8.2 
Hz), 7.81 - 7.88 (m, 1H), 7.77 (d, 2H, J = 8.2 
Hz), 7.72 (s, 1H), 7.64 (s, 1H), 7.28 (dt, 1H, J = 
9.1 Hz, 1.5 Hz) 


A-19 


F 


H 


13.97 (bs, 1H), 13.03 (s, 1H), 8.24 (d, 2H, J = 8.5 
Hz), 7.76 (d, 2H, J = 8.5 Hz), 7.72 (s, 1H), 7.40 - 
7.66 (m, 7H), 7.30 - 7.47 (m, 1H) 


A-20 


4-F-Ph^f^ 


H 

< 


14.0 (bs, 1H), 12.99 (s, 1H), 8.25 (d, 2H, J = 8.4 
Hz), 8.12 (td, 1H, J = 7.8 Hz, 1.8 Hz), 7.77 (d, 
2H, J = 8.4 Hz), 7.72 (s, 1H), 7.68 - 7.63 (m, 
3H), 7.48 (td, 1H, 7.5 Hz, 1.8 Hz), 7.43 - 7.31 
Cm, 3H) 


A-21 


F 


H 


13.94 (bs, 1H), 13.01 (s, 1H), 8.23 (d, 2H, J = 8.5 
Hz), 8.08 (t, 1H, J = 7.6 Hz), 7.96 (s, 1H), 7.77 
;d, 2H, J = 8.5 Hz), 7.72 (s, 1H), 7.70 (d, 1H, J = 
J.9 Hz). 7.50 (s, 1H) 
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<\&m No 




R2 


iH-NMR (DMSO d-6) 


A-22 


F 


H 


13.98 (bs, 1H), 12.95 (s, 1H), 8.25 (d, 2H, J = 8.3 
Hz), 7.94 (td, 1H, J = 7.5 Hz, 2.0 Hz), 7.76 (d, 
2H, J = 8.3 Hz), 7.72 (s, 1H), 7.61 (d, 1H, J = 2,5 
Hz), 7.19 - 7.29 (m, 2H), 2.68 (t, 2H, J = 7.7 Hz), 
1.55 - 1.62 (m, 2H), 1.26 - 1.35 (m, 4H), 0.84 (m, 
3H) 


A-23 


F 


H 


13.95 (bs, 11©, 13.00 (s, 1H), 8.24 (d, 2H, J = 8.3 
Hz), 7.75 (d, 2H, J = 8.3 Hz), 7.72 (s, 1H), 7.51 
(s, 1H). 7.36 - 7.41 (m, 1H), 7.10 - 7.16 (m, 1H), 
2.63 (t, 2H, J = 7.8 Hz), 1.52 - 1.62 (m, 2H), 1.29 
- 1.31 (m, 4H), 0.85 - 0.89 (m, 3H) | 


A-24 




H 


13.94 (bs, 1H), 12.95 (s, 1H), 8.24 (d, 2H, J = 8.4 
Hz), 7.76 (d, 2H, J = 8.4 Hz), 7.71 (s, 1H), 7.61 - 
7.66 (m, 2H), 4.09 (t, 2H, J = 6.6 Hz), 1.70 - 1.80 
(m, 2H), 1.41 - 1.53 (m, 2H), 0.96 (d, 6H, J = 7.4 
Hz) 


A-25 


F 


H 


13.91 (bs, 1H), 12.95 (s, 1H), 8.25 (d, 2H, J = 8.4 
Hz") 7 94 (td 1H. J = 7.5 Hz 2 0 Hz). 7.76 (d, 
2H, J= 8.4 Hz), 7.73 (s, 1H), 7.61 (d, 1H, J = 2.5 
Hz). 7.21 - 7.32 (m, 2H), 2.72 (q, 2H, J = 7.7 
Hz), 1.22 (t, 3H, J = 7.7 Hz) 


A-26 


Mev^^. 


H 


13.94 (bs, 1H), 12.95 (s, 1H), 8.25 (d, 2H, J = 8.4 
Hz), 7.94 (td, 1H, J = 7.7 Hz, 1.9 Hz), 7.76 (d, 
2H, J= 8.4 Hz), 7.72 (s, 1H), 7.61 (d, 1H, J = 2.5 
Hz). 7.20 - 7.31 (m, 2H), 2.67 (t, 2H, J = 7.8 Hz), 
1.53 - 1.66 (m, 3H), 1.20 - 1.27 (m, 2H), 0.86 (d, 
6H, J=6.6Hz) 


A-27 


F 


H 


13.90 (bs, 1H), 12.96 (s, 1H), 7.95 (td, 1H, J = 
7.2 Hz, 2.1 Hz), 7.76 (d, 2H, J = 8.4 Hz), 7.72 (s, 
1H), 7.61 (d, 1H, J = 2.4 Hz), 7.31 - 7.20 (m, 
2H), 2.67 (t, 2H, J = 7.5 Hz), 1.63 (sext, 2H, J = 
7.5 Hz), 0.94 (t 3H, J = 7.5 Hz) 


A-28 




H 


13.98 (bs, 1H), 12.94 (s, 1H), 8.24 (d, 2H, J = 8.4 
Hz), 7.94 (td, 1H, J = 7.2 Hz, 2.1 Hz), 7.76 (d, 
2H, J = 8.4 Hz), 7.72 (s, 1H), 7.61 (d, 1H, J = 2.1 
Hz), 7.30 - 7.20 (m, 2H), 2.69 (t, 2H, J = 7.5 Hz), 
1.59 (quint, 2H, J = 7.5 Hz), 1.35 (sext, 2H, J = 
7.5 Hz), 0.92 (t 3H, J = 7.5 Hz) 


A-29 


F 


H 


13.98 (bs, 1H), 12.98 (s, 1H), 8.24 (d, 2H, J = 8.4 
Hz), 7.90 (t, 1H, J= 8.4 Hz), 7.75 (d, 2H, J = 8.4 
Hz), 7.71 (s, 1H), 7.66 (d, 1H, J = 2.4 Hz), 7.58 
(d, 1H, J = 8.7 Hz), 2.80 (t, 2H, J = 7.5 Hz), 1.60 
(sext, 2H, J = 7.5 Hz), 0.98 (t, 3H, J = 7. 5 Hz) 


A-30 


F 


H 


13.01 (s, 1H), 8.83 (s, 1H), 8.65 (dd, 1H, J= 4.5 
Hz, 1.8 Hz), 8.56 (d, 2H, J = 8.7 Hz), 8.18 (td, 
1H, J = 7.5 Hz, 2.4 Hz), 8.08 - 8.03 (m, 1H), 7.77 
:d, 2H, J = 8.4 Hz), 7.72 (s, 1H), 7.70 (d, 1H, J = 
2.7 Hz), 7.60 - 7.55 (m, 2H), 7.46 (t, 1H, J = 7.5 
Hz) 
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*4 



tt&m no 



R2 



iH-NMR (DMSO d-6) 



A-31 



Me^ O 



H 



13.98 (bs, 1H), 12.95 (s, H), 8.24 (d, 2H, J = 8.6 
Hz), 7.76 (d, 2H, J = 8.6 Hz), 7.61 - 7.66 (m, 
2H), 7.12 - 7.24 (m, 2H), 4.14 (q, 2H, J = 7.0 | 
Hz), 1.38 (t, 3H, J = 7.0 Hz) 



A-32 



tBu 




H 



13.94 (bs, 1H), 12.94 (s, H), 8.24 (d, 2H, J = 8.6 
Hz), 7.93 (dt, 1H, J = 7.5 Hz, 2.0 Hz), 7.71 (s, 
1H), 7.61 (d, 1H, J = 2.7 Hz), 7.19 - 7.30 (m, 
2H), 2.62 - 2.67 (m, 2H), 1.45 - 1.50 (m, 2H), 
0.97 (s, 9H) . 



A-33 




H 



13.93 (bs, 1H), 12.95 (s, H), 8.25 (d, 2H, J = 8.6 
Hz), 7.95 (dt, 1H, J = 7.5 Hz, 2.2 Hz), 7.76 (d, 
2H, J = 8.6 Hz), 7.61 (d, 1H, J = 2.7 Hz), 7.17 
7.32 (m, 7H), 2.89 - 2.31 (m, 4H) 



A-34 




H 



13.93 (bs, 1H), 12.95 (s, H), 8.24 (d, 2H, J= 8.4 ] 
Hz), 7.97 (dt, 1H, J = 7.5 Hz, 1.8 Hz), 7.76 (d, 
2H, J = 8.4 Hz), 7.71 (s, 1H), 7.61 (d, 1H, J = 2.4 | 
Hz), 7.17 • 7.34 (m, 7H), 4.06 (s, 2H) 



A-35 




H 



13.92 (bs, 1H), 12.94 (s, 1H), 8.24 (d, 2H, 8.4 | 
Hz), 7.96 (1H, dt, J = 7.5 Hz, 1.8 Hz), 7.76 (d, 
2H, J = 8.4 Hz), 7.71 (s, 1H), 7.61 (d, 1H, J= 2.4 | 
Hz), 7.29 - 7.35 (m, 1H), 7.23 (t, 1H, J = 7.8 Hz), 
3.62 (t, 2H, J = 7.2 Hz), 3.46 (q, 2H, J = 7.2 Hz), 
2.93 (2H, 6.6 Hz), 1.10 (t, 3H, J = 6.9 Hz) 



A-36 



H 



Me F 



I4.00(bs, 1H), 12.98(s, 1H), 8.25(d, 2H, J = 8.2 
Hz), 7.94(m, 1H), 7.78(d, 2H, J = 8.2 Hz), 
7.74(s, 1H), 7.63(s, 1H), 7.35(m, 1H), 7.28(t, 
1H, J = 7.6 Hz), 3.30(sept, 1H, J = 7.0 Hz), 
27(d, 6H, J = 7.0 Hz) 



A-37 




H 



14.00(bs, 1H), I2.97(s, 1H), 8.24(d, 2H, J = 8.2 
Hz), 7.94(m, 1H), 7.76(d, 2H, J = 8.2 Hz), 

70(s, 1H), 7.62(d, 1H, J = 2.7 Hz), 7.32(m, 
1H), 7.26(t, 1H, J = 7.6 Hz), 2.92(m, 1H), 1.20- 

90(m, 10H) 



A-38 




H 



14.00(bs, 1H), 12.98(s, 1H), 8.25(d, 2H, J = 8.2 | 
Hz), 7.94(m, 1H), 7.77(d, 2H, J = 8.2 Hz), 
73(s, 1H), 7.62(d, 1H, J = 2.7 Hz), 7.34(m, 
1H), 7.26(t, 1H, J = 7.6 Hz), 3.30(m, 1H), 1.50- 
10(m, 8H) 



A-39 




H 



OH F 



13.94(bs, 1H), I2.98(s, 1H), 8.25(d, 2H, J = 8.5 
z), 7.99(m, 1H), 7.77(d, 2H, J = 8.5 Hz), 
73(s, 1H), 7.71(d, 1H, J = 3.7 Hz), 7.46(m, 

1H), 7.30(t, 1H, J = 7.6 Hz), 5.30(bs, 1H), 
68(d, 1H, J = 6.4 Hz), 1.90(m, 1H), 0.90(d, 3H, 
= 6.7 Hz), 0.84(d, 3H, J = 6.7 Hz) 
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i§5 







R2 


iH-NMR (DMSO d-6) 


A-40 


Me Mefj^l 

Me X r A A 
O F 


H 


13.98(bs, 1H), 12.97(s, 1H), 8.25(d, 2H, J = 8.2 
Hz), 7.99(m, lH), 7.77(d, 2H, J = 8.2 Hz), 
7.73(s, 1H), 7.59(8, 1H), 7.45(m, 1H), 7.30(t, 
1H, J = 7.5 Hz), 5.34(bs, 1H), 4.71(s, lH), 
0.90(s, 9H) 


A-41 


F 


H 


13.99(bs, 1H), I2.97(s, 1H), 8.25(d, 2H, J = 8.3 

7.73(s, lH), 7.62(s, lH), 7.20-7.30(m, 2H), 
2.57(d, 2H, J = 7.6 Hz), 1.92(m, 1H), 0.90(d, 6H, 
J = 6.4 Hz) 


A-42 


jn 

I 
F 


H 


13.97(bs, 1H), 12.97(bs, 1H), 8.25(d, 2H, J = 
8.1Hz), 7.97(dt, 1H, J = 1.8, 7.5Hz), 7.76(d, 1H, 
J = 8.4Hz), 7.72(s, 1H), 7.62(d, 1H, J = 2.4Hz), 

r? oo/jj. i XT T — 1 Q T AIT— \ V OA(+ 1 XT T 

7.£>2(at, 1H, J — JL.o, i.ottz), i.&k\t, JLri, J — 
7.5Hz), 3.59(t, 2H, J = 6.9Hz), 3.27(s, 3H), 
2.93(t, 2H, J=6.9Hz) 


A-43 


n 


TT 

H 


13.93(bs, 1H), 12.96(s, 1H), 8.25(d, 2H, J = 
8.4Hz), 7.97(1H, dt, J= 1.8, 7.8Hz), 7.77(d, 2H, 
J = 8.4Hz), 7.72(s, 1H), 7.62(d, lH, J = 2.4Hz), 
7.34(at, lil, J — l.o, /.zJtlz^, /.i44(.t, lxa, o — 
7.8Hz), 3.66(t, 2H, J = 6.9Hz), 3.52-3.56(m, 
2H), 3.41-3.44(m, 2H), 3.23(s, 3H), 2.93(t, 2H, J 
= 6.9Hz) 


A-44 


I I 


H 


13.94 (bs. 1H), 12.96 (s, lH), 8.25 (d, 2H, J = 8.4 
Hz), 7.92 - 7.97 (m, lH), 7.76 (d, 2H, J = 8.4 
Hz), 7.72 (s, lH), 7.76 (d, lH, J = 2.5 Hz), 7.20 - 

(m, 2H), 2.32 - 2.36 (m, 2H), 1.59 - 1.61 (m, 4H), 
1.17 (t, 3H, J =7.8 Hz) 


A-45 




H 


13.95 (bs. 1H), 12.95 (s, 1H), 8.25 (d, 2H, J = 8.4 
Hz), 7.91 - 7.97 (m, lH), 7.76 (d, 2H, J = 8.4 
Hz), 7.72 (s, 1H), 7.61 (d, 1H, J = 2.5 Hz), 7.19 - 
7.30 (s, 1H), 4.03 (q, 2H, J = 7.0 Hz), 2.68 (t, 
2H, J = 7.7 Hz), 2.29 (t, 2H, J = 7.4 Hz), 1.53 - 
1.66 (m, 4H), 1.31 - 1.39 (m, 2H), 1.16 (t, 3H, J 

« r\ tt \ 

= 7.0 Hz) 


A-46 




H 


13.98 (bs. 1H), 13.03 (s, lH), 8.25 (d, 2H, J= 8.5 
Hz), 8.09 -8.15 (m, lH), 775 - 7.78 (m, 3H), 7.72 
(s, 1H), 7.56 - 7.61 (m, 1H), 7.42 -7.48 (m, lH) 


A-47 




H 


13.98 (bs. 1H), 12.96 (s, lH), 8.24 (d, 2H, J = 8.4 
Hz), 7.95 (dt, 1H, J = 5.0 Hz, 20 Hz), 7.76 (d, 
2H, J = 8.4 Hz), 7.72 (s, 1H), 7.61 (d, 1H, J = 2.5 
Hz), 7.20 - 7.30 (m, 2H), 2.70 (t, 2H, J= 7.0 Hz), 
2.27 (t, 2H, J = 7.0 Hz), 1.56 - 1.63 (m, 4H) 
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*6. 



\\j&m no. 




R2 


iH-NMR (DMSO d-6) 


A-48 




H 


13.98 (bs. lH), 12.97 (bs, 1H), 12.02 (bs, 1H), 
8.25 (d, 2H, J = 8.4 Hz), 7.91 - 7.97 (m, 1H), 
7 76 (d 2H J = 8 4 Hz) 7.72 (s, 1H), 7.62 (d, 
1H, J = 2.5 Hz), 7.20 - 7.30 (m, 2H), 2.68 (t, 2H, 
J = 7.0 Hz), 2.22 (t, 2H, J = 7.0 Hz), 1.50 - 1.60 
(m, 4H), 1.31 - 1.39 (m, 2H) 


A-49 


o if"*! 


H 


13.97 (bs. 1H), 12.95 (s, 1H), 8.25 (d, 2H, J= 8.6 
Hz), 7.91 - 7.97 (m, 1H), 7.76 (d, 2H, J = 8.6 
u 7 i 772 Co 1 "FH 7 61 (A lH J = 2 5 Hz 1 ) 7 20 - 
7.30 (m, 2H), 3.50 - 3.56 (m, 2H), 3.40 - 3.43 (m, 
2H), 2.68 (t, 2H, J = 7.5 Hz), 2.30 (t, 2H, J = 7.5 
Hz), 1.49 - 1.64 (m, 4H), 1.30 - 1.39 (m, 2H) 


A-50 


Me || 

Me^^Y^y^ 


H 


13.97(bs, 1H), 12.99(s, lH), 8.25(d, 2H, J = 8.5 
Hz), 8.04(m, 1H), 7.77(d, 2H, J = 8.5 Hz), 
7.73(s, 1H), 7.63(d, lH, J = 2.4 Hz), 7.30- 
7.40(m, 2H), 4.29(d, lH, J = 7.0 Hz), 3.17(s, 
3H), 1.95(m, 1H), 0.96(d, 311, J ■ 6.9 Hz), 
0.80(d, 3H, J = 6.9 Hz) 


A-51 




H 


13.99(bs, 1H), 12.99(s, lH), 8.28(d, 2H, J= 7.6 
Hz), 8.04(m, 1H), 7.78(d, 2H, J = 8.5 Hz), 
7:73(s, 1H), 7.63(d, 1H, J = 2.4 Hz), 7.28- 
7.40(m, 2H), 4.32(d, lH, J = 7.0 Hz), 3.15(s, 
3H), 0.98-1.96(m, 11H) 
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±tZ03i&tmm<z>Bifc&ft$ z tizx Ds -m& (xiv) *5«fcv (xv) 



5 mm*. n-rDt;K ^^n7Di;;K -fv^n^K n-:^-;K 

>fyyf;k s e c - n -■^■>5 : -;i/> ^D'^^K n— 's^F-i^K 
10 4-y/f;i/7U7x^K 4 -fc FD^^-^K 3, 4-^7;WD7i-;k 

4-tfU^;K 2 -5=-^— jk 3 -^ch^k tr^v^— 2 ;k tr^v^— 
3 _^;v, s t'j $ s>>- 2 --c;k t'J 5f>-4--f^ 'try ^$>>-5 --f ;k 
3 - if ;k 4 -*;i/^dp^^^;v. 4-^^ W^*M-;v7-? 

|«DWf^ tKo^>xf;K tpnWDlf^ fc Fn^r/^K bh'D 

20 ^D^^W 

(R% R b , R 6 ) = (B-l, H, H, H), (B-2, H, H, CI), (B-3, H, H, F), (B-4, H, H, CF 3 ), (B-5, H, H, Br), 
(B-6, H, H, Me), (B-7, H, F, H), (B-8, H, F, CI), (B-9, H, F, F), (B-10, H, F, CF 3 ), (B-ll, H, F, 
Br), (B-12, H, F, Me), (B-13, H, CI, H), (B-l 4, H, CI, CI), (B-15, H, CI, F), (B-16, H, CI, CF 3 ), 
(B-17, H, CI, Br), (B-18, H, CI, Me), (B-19, H, Me, H), (B-20, H, Me, CI), (B-21, H, Me, F), 



O 



O 




(XIV) 



fc«fcTf 



(XV) 
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(B-22, H, Me, CF 3 ), (B-23, H, Me, Br), (B-24, H, Me, Me), (B-25, H, Et, H), (B-26, H, Et, CI), 
(B-27, H, Et, F), (B-28, H, Et, CF 3 ), (B-29, H, Et, Br), (B-30, H, Et, Me), (B-31, H, n-Pr, H), 
(B-32, H, n-Pr, CI), (B-33, H, n-Pi, F), (B-34, H, n-Pr, CF 3 ), (B-35, H, n-Pr, Br), (B-36, H, n-Pr, 
Me), (B-37, H, c-Pr, H), (B-38, H, c-Pr, CI), (B-39, H, c-Pr, F), (B-40, H, c-Pr, CF 3 ), (B-41, H, 
5 c-Pr, Br), (B-42, H, c-Pr, Me), (B-43, H, i-Pr, H), (B-44, H, i-Pr, CI), (B-45, H, i-Pr, F), (B-46, 
H, i-Pr, CF 3 ), (B-47, H, i-Pr, Br), (B-48, H, i-Pr, Me), (B-49, H, n-Bu, H), (B-50, H, n-Bu, CI), 
(B-51, H, n-Bu, F), (B-52, H, n-Bu, CF 3 ), (B-53, H, n-Bu, Br), (B-54, H, n-Bu, Me), (B-55, H, 
i-Bu, H), (B-56, H, i-Bu, CI), (B-57, H, i-Bu, F), (B-58, H, i-Bu, CF 3 ), (B-59, H, i-Bu, Br), (B- 
60, H, i-Bu, Me), (B-61, H, sec-Bu, H), (B-62, H, sec-Bu, CI), (B-63, H, sec-Bu, F), (B-64, H, 

10 sec-Bu, CF 3 ), (B-65, H, sec-Bu, Br), (B-66, H, sec-Bu, Me), (B-67, H, n-Pen, H), (B-68, H, n- 
Pen, CI), (B-69, H, n-Pen, F), (B-70, H, n-Pen, CF 3 ), (B-71, H, n-Pen, Br), (B-72, H, n-Pen, 
Me), (B-73, H, c-Pen, H), (B-74, H, c-Pen, CI), (B-75, H, c-Pen, F), (B-76, H, c-Pen, CF 3 ), (B- 
77, H, c-Pen, Br), (B-78, H, c-Pen, Me), (B-79, H, n-Hex, H), (B-80, H, n-Hex, CI), (B-81, H, 
n-Hex, F), (B-82, H, n-Hex, CF 3 ), (B-83, H, n-Hex, Br), (B-84, H, n-Hex, Me), (B-85, H, c-Hex, 

15 H), (B-86, H, c-Hex, CI), (B-87, H, c-Hex, F), (B-88, H, c-Hex, CF 3 ), (B-89, H, c-Hex, Br), 
(B-90, H, c-Hex, Me), (B-91, H, OH, H), (B-92, H, OH, CI), (B-93, H, OH, F), (B-94, H, OH, 
CF 3 ), (B-95, H, OH, Br), (B-96, H, OH, Me), (B-97, H, MeO, H), (B-98, H, MeO, CI), (B-99, H, 
MeO, F), (B-100, H, MeO, CF 3 ), (B-101, H, MeO, Br), (B-102, H, MeO, Me), (B-103, H, EtO, 
H), (B-104, H, EtO, CI), (B-105, H, EtO, F), (B-106, H, EtO, CF 3 ), (B-107, H, EtO, Br), (B-108, 

20 H, EtO, Me), (B-109, H, n-PrO, H), (B-110, H, n-PrO, CI), (B-lll, H, n-PrO, F), (B-112, H, n- 
PrO, CF 3 ), (B-113, H, n-PrO, Br), (B-114, H, n-PrO, Me), (B-115, H, PhO, H), (B-116, H, PhO, 
CI), (B-117, H, PhO, F), (B-118, H, PhO, CF 3 ), (B-119, H, PhO, Br), (B-120, H, PhO, Me), (B- 
121, H, BnO, H), (B-122, H, BnO, CI), (B-123, H, BnO, F), (B-124, H, BnO, CF 3 ), (B-125, H, 
BnO, Br), (B-126, H, BnO, Me), (B-127, H, PhCH 2 CH 2 0, H), (B-128, H, PhCH 2 CH 2 0, CI), (B- 

25 129, H, PhCH 2 CH 2 0, F), (B-130, H, PhCH 2 CH 2 0, CF 3 ), (B-131, H, PhCH 2 CH 2 0, Br), (B-132, 
H, PhCH 2 CH z O, Me), (B-133, H, CF 3 , H), (B-134, H, CF 3 , CI), (B-135, H, CF 3 , F), (B-136, H, 
CF 3> CF 3 ), (B-137, H, CF 3 , Br), (B-138, H, CF 3 , Me), (B-139, H, CF s O, H), (B-140, H, CF 3 0, 
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CI), (B-141, H, CF 3 0, F), (B-142, H, CF 3 0, CF 3 ), (B-143, H, CF 3 0, Br), (B-144, H, CF 3 0, Me), 
(B-145, H, Ph, H), (B-146, H, Ph, CI), (B-147, H, Ph, F), (B-148, H, Ph, CF 3 ), (B-149, H, Ph, 
Br), (B-150, H, Ph, Me), (B-151, H, 4-F-Ph, H), (B-152, H, 4-F-Ph, CI), (B-153, H, 4-F-Ph, F), 
(B-154, H, 4-F-Ph, CF 3 ), (B-155, H, 4-F-Ph, Br), (B-156, H, 4-F-Ph, Me), (B-157, H, 4-CF 3 -Ph, 
5 H), (B-158, H, 4-CF 3 -Ph, CI), (B-159, H, 4-CF 3 -Ph, F), (B-160, H, 4-CF 3 -Ph, CF 3 ), (B-161, H, 
4-CF 3 -Ph, Br), (B-162, H, 4-CF 3 -Ph, Me), (B-163, H, 4-(Me) 2 N-Ph, H), (B-164, H, 4-(Me) 2 N- 
Ph, CI), (B-165, H, 4-(Me) 2 N-Ph, F), (B-166, H, 4-(Me) 2 N-Ph, CF 3 ), (B-167, H, 4-(Me) 2 N-Ph, 
Br), (B-168, H, 4-(Me) 2 N-Ph, Me), (B-169, H, 4-OH-Ph, H), (B-170, H, 4-OH-Ph, CI), (B-171, 
H, 4-OH-Ph, F), (B-172, H, 4-OH-Ph, CF 3 ), (B-173, H, 4-OH-Ph, Br), (B-174, H, 4-OH-Ph, 

10 Me), (B-175, H, 3,4-di-F-Ph, H), (B-176, H, 3,4-di-F-Ph, CI), (B-177, H, 3,4-di-F-Ph, F), (B- 
178, H, 3,4-di-F-Ph, CF 3 ), (B-179, H, 3,4-di-F-Ph, Br), (B-180, H, 3,4-di-F-Ph, Me), (B-181, H, 
4-COOH-Ph, H), (B-182, H, 4-COOH-Ph, CI), (B-183, H, 4-COOH-Ph, F), (B-184, H, 4- 
COOH-Ph, CF 3 ), (B-185, H, 4-COOH-Ph, Br), (B-186, H, 4-COOH-Ph, Me), (B-187, H, Bn, H), 
(B-188, H, Bn, CI), (B-189, H, Bn, F), (B-190, H, Bn, CF 3 ), (B-191, H, Bn, Br), (B-192, H, Bn, 

15 Me), (B-193, H, 4-F-Bn, H), (B-194, H, 4-F-Bn, CI), (B-195, H, 4-F-Bn, F), (B-196, H, 4-F-Bn, 
CF 3 ), (B-197, H, 4-F-Bn, Br), (B-198, H, 4-F-Bn, Me), (B-199, H, 2-Py, H), (B-200, H, 2-Py, 
CI), (B-201, H, 2-Py, F), (B-202, H, 2-Py, CF 3 ), (B-203, H, 2-Py, Br), (B-204, H, 2-Py, Me), 
(B-205, H, 3-Py, H), (B-206, H, 3-Py, CI), (B-207, H, 3-Py, F), (B-208, H, 3-Py, CF 3 ), (B-209, 
H, 3-Py, Br), (B-210, H, 3-Py, Me), (B-211, H, 4-Py, H), (B-212, H, 4-Py, CI), (B-213, H, 4-Py, 

20 F), (B-214, H, 4-Py, CF 3 ), (B-215, H, 4-Py, Br), (B-216, H, 4-Py, Me), (B-217, H, 2-Th, H), 

(B-218, H, 2-Th, CI), (B-219, H, 2-Th, F), (B-220, H, 2-Th, CF 3 ), (B-221, H, 2-Th, Br), (B-222, 
H, 2-Th, Me), (B-223, H, 3-Th, H), (B-224, H, 3-Th, CI), (B-225, H, 3-Th, F), (B-226, H, 3-Th, 
CF 3 ), (B-227, H, 3-Th, Br), (B-228, H, 3-Th, Me), (B-229, H, Pyrazol-2-yl, H), (B-230, H, 
Pyrazol-2-yl, CI), (B-231, H, Pyrazol-2-yl, F), (B-232, H, Pyrazol-2-yl, CF 3 ), (B-233, H, 

25 Pyrazol-2-yl, Br), (B-234, H, Pyrazol-2-yl, Me), (B-235, H, Pyrazol-3-yl, H), (B-236, H, 
Pyrazol-3-yl, CI), (B-237, H, Pyrazol-3-yl, F), (B-238, H, Pyrazol-3-yl, CF 3 ), (B-239, H, 
Pyrazol-3-yl, Br), (B-240, H, Pyrazol-3-yl, Me), (B-241, H, pyrimidin-2-yl, H), (B-242, H, 
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pyrimidin-2-yl, CI), (B-243, H, pyrimidin-2-yl, F), (B-244, H, pyrimidin-2-yl, CF 3 ), (B-245, H, 
pyrimidin-2-yl, Br), (B-246, H, pyrimidin-2-yl, Me), (B-247, H, pyrimidin-4-yl, H), (B-248, H, 
pyrimidin-4-yl, CI), (B-249, H, pyrimidin-4-yl, F), (B-250, H, pyrimidin-4-yl, CF 3 ), (B-251, H, 
pyrimidin-4-yl, Br), (B-252, H, pyrimidin-4-yl, Me), (B-253, H, pyrimidin-5-yl, H), (B-254, H, 
5 pyrimidin-5-yl, CI), (B-255, H, pyrimidin-5-yl, F), (B-256, H, pyrimidin-5-yl, CF 3 ), (B-257, H, 
pyrimidin-5-yl, Br), (B-258, H, pyrimidin-S-yl, Me), (B-259, H, HOOCCH 2 CH 2 CH 2 , H), (B- 
260, H, HOOCCH 2 CH 2 CH 2 , CI), (B-261, H, HOOCCH 2 CH 2 CH 2 , F), (B-262, H, 
HOOCCH 2 CH 2 CH 2 , CF 3 ), (B-263, H, HOOCCH 2 CH 2 CH 2 , Br), (B-264, H, HOOCCH 2 CH 2 CH 2 , 
Me), (B-265, H, HOOCCH 2 CH 2 CH 2 CH 2 , H), (B-266, H, HOOCCH 2 CH 2 CH 2 CH 2 , CI), (B-267, H, 

10 HOOCCH 2 CH 2 CH 2 CH 2> F), (B-268, H, HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-269, H, 
HOOCCH 2 CH 2 CH 2 CH 2 , Br), (B-270, H, HOOCCH 2 CH 2 CH 2 CH 2 , Me), (B-271, H, 
(MekNCOCB^CB^CI^CH* H), (B-272, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (B-273, H, 
(Me)2NCOCH 2 CH 2 CH 2 CH 2 , F), (B-274, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-275, H, 
(Me^NCOC^C^CHzCH^ Br), (B-276, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (B-277, H, 

15 (Me)2NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (B-278, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (B-279, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (B-280, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-281, 
H, (Me^NCO^CHjCHjCHjCHj, Br), (B-282, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (B- 
283, H, MeOCH 2 , H), (B-284, H, MeOCH 2 , CI), (B-285, H, MeOCH 2 , F), (B-286, H, MeOCH 2 , 
CF 3 ), (B-287, H, MeOCH 2 , Br), (B-288, H, MeOCHa, Me), (B-289, H, EtOCH* H), (B-290, H, 

20 EtOCH 2 , CI), (B-291, H, EtOCH 2 , F), (B-292, H, EtOCH* CF 3 ), (B-293, H, EtOCH 2 , Br), (B- 
294, H, EtOCH 2 , Me), (B-295, H, EtOCH 2 CH 2 , H), (B-296, H, EtOCH 2 CH 2 , CI), (B-297, H, 
EtOCH 2 CH 2 , F), (B-298, H, EtOCH 2 CH 2 , CF 3 ), (B-299, H, EtOCH 2 CH 2 , Br), (B-300, H, 
EtOCH 2 CH 2 , Me), (B-301, H, MeOCH 2 CH 2 OCH 2 CH 2 , H), (B-302, H, MeOCH 2 CH 2 OCH 2 CH 2 , 
CI), (B-303, H, MeOCH 2 CH 2 OCH 2 CH 2 , F), (B-304, H, MeOCH 2 CH 2 OCH 2 CH 2J CF 3 ), (B-305, H, 

25 MeOCH 2 CH 2 OCH 2 CH 2 , Br), (B-306, H, MeOCH 2 CH 2 OCH 2 CH 2 , Me), (B-307, H, MeOCH 2 CH 2 , 
H), (B-308, H, MeOCH^CH* CI), (B-309, H, MeOCH 2 CH 2 , F), (B-310, H, MeOCH 2 CH 2 , CF 3 ), 
(B-311, H, MeOCH 2 CH 2 , Br), (B-312, H, MeOCH 2 CH 2 , Me), (B-313, H, HOCH 2 , H), (B-314, H, 
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HOCH 2 , CI), (B-315, H, HOCH 2 , F), (B-316, H, HOCH 2 , CF 3 ), (B-317, H, HOCH 2 , Br), (B-318, 
H, HOCH 2 , Me), (B-319, H, HOCH 2 CH 2 , H), (B-320, H, HOCH 2 CH 2 , CI), (B-321, H, 
HOCH 2 CH 2 , F), (B-322, H, HOCH 2 CH 2 , CF 3 ), (B-323, H, HOCH 2 CH 2 , Br), (B-324, H, 
HOCH 2 CH 2 , Me), (B-325, H, HOCH 2 CH 2 CH 2 , H), (B-326, H, HOCH 2 CH 2 CH 2 , CI), (B-327, H, 
5 HOCH 2 CH 2 CH 2 , F), (B-328, H, HOCH 2 CH 2 CH 2 , CF 3 ), (B-329, H, HOCH 2 CH 2 CH 2 , Br), (B-330, 
H, HOCH 2 CH 2 CH 2 , Me), (B-331, H, HOCH 2 CH 2 CH 2 CH 2 , H), (B-332, H, HOCH 2 CH 2 CH 2 CH 2 , 
CI), (B-333, H, HOCH 2 CH 2 CH 2 CH 2 , F), (B-334, H, HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-335, H, 
HOCH 2 CH 2 CH 2 CH 2 , Br), (B-336, H, HOCH 2 CH 2 CH 2 CH 2 , Me), (B-337, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (B-338, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (B-339, H, 

10 HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (B-340, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-341, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (B-342, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (B-343, H, 
HOCH 2 CH 2 OCH 2 CH 2 , H), (B-344, H, HOCH 2 CH 2 OCH 2 CH 2 , CI), (B-345, H, 
HOCH 2 CH 2 OCH 2 CH 2 , F), (B-346, H, HOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (B-347, H, 
HOCH 2 CH 2 OCH 2 CH 2 , Br), (B-348, H, HOCH 2 CH 2 OCH 2 CH 2 , Me), (B-349, H, (Me) 2 N, H), (B- 

15 350, H, (Me) 2 N, CI), (B-351, H, (Me) 2 N, F), (B-352, H, (Me) 2 N, CF 3 ), (B-353, H, (Me) 2 N, Br), 
(B-354, H, (Me) 2 N, Me), (B-355, H, piperidin-4-yl-methyl, H), (B-356, H, piperidin-4-yl- 
methyl, CI), (B-357, H, piperidin-4-yl-methyl, F), (B-358, H, piperidin-4-yl-methyl, CF 3 ), (B- 
359, H, piperidin-4-yl-methyl, Br), (B-360, H, piperidin-4-yl-methyl, Me), (B-361, H, 
cyclohexylmethyl, H), (B-362, H, cyclohexylmethyl, CI), (B-363, H, cyclohexylmethyl, F), (B- 

20 364, H, cyclohexylmethyl, CF 3 ), (B-365, H, cyclohexylmethyl, Br), (B-366, H, 

cyclohexylmethyl, Me), (B-367, F, H, H), (B-368, F, H, CI), (B-369, F, H, F), (B-370, Fj H, 
CF 3 ), (B-371, F, H, Br), (B-372, F, H, Me), (B-373, F, F, H), (B-374, F, F, CI), (B-375, F, F, F), 
(B-376, F, F, CF 3 ), (B-377, F, F, Br), (B-378, F, F, Me), (B-379, F, CI, H), (B-380, F, CI, CI), 
(B-381, F, CI, F), (B-382, F, CI, CF 3 ), (B-383, F, CI, Br), (B-384, F, CI, Me), (B-385, F, Me, H), 

25 (B-386, F, Me, CI), (B-387, F, Me, F), (B-388, F, Me, CF 3 ), (B-389, F, Me, Br), (B-390, F, Me, 
Me), (B-391, F, Et, H), (B-392, F, Et, CI), (B-393, F, Et, F), (B-394, F, Et, CF 3 ), (B-395, F, Et, 
Br), (B-396, F, Et, Me), (B-397, F, n-Pr, H), (B-398, F, n-Pr, CI), (B-399, F, n-Pr, F), (B-400, F, 
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n-Pr, CF 3 ), (B-401, F, n-Pr, Br), (B-402, F, n-Pr, Me), (B-403, F, c-Pr, H), (B-404, F, c-Pr, CI), 
(B-405, F, c-Pr, F), (B-406, F, c-Pr, CF 3 ), (B-407, F, c-Pr, Br), (B-408, F, c-Pr, Me), (B-409, F, 
i-Pr, H), (B-410, F, i-Pr, CI), (B-411, F, i-Pr, F), (B-412, F, i-Pr, CF 3 ), (B-413, F, i-Pr, Br), (B- 
414, F, i-Pr, Me), (B-415, F, n-Bu, H), (B-416, F, n-Bu, CI), (B-417, F, n-Bu, F), (B-418, F, n- 
5 Bu, CF 3 ), (B-419, F, n-Bu, Br), (B-420, F, n-Bu, Me), (B-421, F, i-Bu, H), (B-422, F, i-Bu, CI), 
(B-423, F, i-Bu, F), (B-424, F, i-Bu, CF 3 ), (B-425, F, i-Bu, Br), (B-426, F, i-Bu, Me), (B-427, F, 
sec-Bu, H), (B-428, F, sec-Bu, CI), (B-429, F, sec-Bu, F), (B-430, F, sec-Bu, CF 3 ), (B-431, F, 
sec-Bu, Br), (B-432, F, sec-Bu, Me), (B-433, F, n-Pen, H), (B-434, F, n-Pen, CI), (B-435, F, n- 
Pen, F), (B-436, F, n-Pen, CF 3 ), (B-437, F, n-Pen, Br), (B-438, F, n-Pen, Me), (B-439, F, c-Pen, 

10 H), (B-440, F, c-Pen, CI), (B-441, F, c-Pen, F), (B-442, F, c-Pen, CF 3 ), (B-443, F, c-Pen, Br), 
(B-444, F, c-Pen, Me), (B-445, F, n-Hex, H), (B-446, F, n-Hex, a), (B-447, F, n-Hex, F), (B- 
448, F, n-Hex, CF 3 ), (B-449, F, n-Hex, Br), (B-450, F, n-Hex, Me), (B-451, F, c-Hex, H), (B- 
452, F, c-Hex, CI), (B-453, F, c-Hex, F), (B-454, F, c-Hex, CF 3 ), (B-455, F, c-Hex, Br), (B-456, 
F, c-Hex, Me), (B-457, F, OH, H), (B-458, F, OH, CI), (B-459, F, OH, F), (B-460, F, OH, CF 3 ), 

15 (B-461, F, OH, Br), (B-462, F, OH, Me), (B-463, F, MeO, H), (B-464, F, MeO, CI), (B-465, F, 
MeO, F), (B-466, F, MeO, CF 3 ), (B-467, F, MeO, Br), (B-468, F, MeO, Me), (B-469, F, EtO, H), 
(B-470, F, EtO, CI), (B-471, F, EtO, F), (B-472, F, EtO, CF 3 ), (B-473, F, EtO, Br), (B-474, F, 
EtO, Me), (B-475, F, n-PrO, H), (B-476, F, n-PrO, CI), (B-477, F, n-PrO, F), (B-478, F, n-PrO, 
CF 3 ), (B-479, F, n-PrO, Br), (B-480, F, n-PrO, Me), (B-481, F, PhO, H), (B-482, F, PhO, CI), 

20 (B-483, F, PhO, F), (B-484, F, PhO, CF 3 ), (B-485, F, PhO, Br), (B-486, F, PhO, Me), (B-487, F, 
BnO, H), (B-488, F, BnO, CI), (B-489, F, BnO, F), (B-490, F, BnO, CF 3 ), (B-491, F, BnO, Br), 
(B-492, F, BnO, Me), (B-493, F, PhCH 2 CH z O, H), (B-494, F, PhCH 2 CH 2 0, CI), (B-495, F, 
PhCH 2 CH 2 0, F), (B-496, F, PhCH 2 CH 2 0, CF 3 ), (B-497, F, PhCH 2 CH 2 0, Br), (B-498, F, 
PhCH 2 CH 2 0, Me), (B-499, F, CF 3 , H), (B-500, F, CF 3 , CI), (B-501, F, CF 3 , F), (B-502, F, CF 3 , 

25 CF 3 ), (B-503, F, CF 3 , Br), (B-504, F, CF 3 , Me), (B-505, F, CF 3 0, H), (B-506, F, CF 3 0, CI), (B- 
507, F, CF 3 0, F), (B-508, F, CF 3 0, CF 3 ), (B-509, F, CF 3 0, Br), (B-510, F, CF 3 0, Me), (B-511, 
F, Ph, H), (B-512, F, Ph, CI), (B-513, F, Ph, F), (B-514, F, Ph, CF 3 ), (B-515, F, Ph, Br), (B-516, 
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F, Ph, Me), (B-517, F, 4-F-Ph, H), (B-518, F, 4-F-Ph, CI), (B-519, F, 4-F-Ph, F), (B-520, F, 4- 
F-Fh, CF 3 ), (B-521, F, 4-F-Ph, Br), (B-522, F, 4-F-Ph, Me), (B-523, F, 4-CF 3 -Ph, H), (B-524, F, 
4-CF 3 -Ph, CI), (B-525, F, 4-CF 3 -Ph, F), (B-526, F, 4-CF 3 -Ph, CF 3 ), (B-527, F, 4-CF 3 -Ph, Br), 
(B-528, F, 4-CF 3 -Ph, Me), (B-529, F, 4-(Me) 2 N-Ph, H), (B-530, F, 4-(Me) 2 N-Ph, CI), (B-531, F, 
5 4-(Me) 2 N-Ph, F), (B-532, F, 4-(Me) 2 N-Ph, CF 3 ), (B-533, F, 4-(Me) 2 N-Ph, Br), (B-534, F, 4- 
(Me) 2 N-Ph, Me), (B-535, F, 4-OH-Ph, H), (B-536, F, 4-OH-Ph, CI), (B-537, F, 4-OH-Ph, F), 
(B-538, F, 4-OH-Ph, CF 3 ), (B-539, F, 4-OH-Ph, Br), (B-540, F, 4-OH-Ph, Me), (B-S41, F, 3,4- 
di-F-Ph, H), (B-542, F, 3,4-di-F-Ph, CI), (B-543, F, 3,4-di-F-Ph, F), (B-544, F, 3,4-di-F-Ph, 
CF 3 ), (B-545, F, 3,4-di-F-Ph, Br), (B-546, F, 3,4-di-F-Ph, Me), (B-547, F, 4-COOH-Ph, H), (B- 

10 548, F, 4-COOH-Ph, CI), (B-549, F, 4-COOH-Ph, F), (B-550, F, 4-COOH-Ph, CF 3 ), (B-551, F, 
4-COOH-Ph, Br), (B-552, F, 4-COOH-Ph, Me), (B-553, F, Bn, H), (B-554, F, Bn, CI), (B-555, 
F, Bn, F), (B-556, F, Bn, CF 3 ), (B-5S7, F, Bn, Br), (B-5S8, F, Bn, Me), (B-559, F, 4-F-Bn, H), 
(B-560, F, 4-F-Bn, CI), (B-561, F, 4-F-Bn, F), (B-562, F, 4-F-Bn, CF 3 ), (B-563, F, 4-F-Bn, Br), 
(B-564, F, 4-F-Bn, Me), (B-565, F, 2-Py, H), (B-566, F, 2-Py, CI), (B-567, F, 2-Py, F), (B-568, 

15 F, 2-Py, CF 3 ), (B-569, F, 2-Py, Br), (B-570, F, 2-Py, Me), (B-571, F, 3-Py, H), (B-572, F, 3-Py, 
CI), (B-573, F, 3-Py, F), (B-574, F, 3-Py, CF 3 ), (B-575, F, 3-Py, Br), (B-576, F, 3-Py, Me), (B- 
577, F, 4-Py, H), (B-578, F, 4-Py, CI), (B-579, F, 4-Py, F), (B-580, F, 4-Py, CF 3 ), (B-581, F, 4- 
Py, Br), (B-582, F, 4-Py, Me), (B-583, F, 2-Th, H), (B-584, F, 2-Th, CI), (B-585, F, 2-Th, F), 
(B-586, F, 2-Th, CF 3 ), (B-587, F, 2-Th, Br), (B-588, F, 2-Th, Me), (B-589, F, 3-Th, H), (B-590, 

20 F, 3-Th, CI), (B-591, F, 3-Th, F), (B-592, F, 3-Th, CF 3 ), (B-593, F, 3-Th, Br), (B-594, F, 3-Th, 
Me), (B-595, F, Pyrazol-2-yl, H), (B-596, F, Pyrazol-2-yl, CI), (B-597, F, Pyrazol-2-yl, F), (B- 
598, F, Pyrazol-2-yl, CF 3 ), (B-599, F, Pyrazol-2-yl, Br), (B-600, F, Pyrazol-2-yl, Me), (B-601, 
F, Pyrazol-3-yl, H), (B-602, F, Pyrazol-3-yl, CI), (B-603, F, Pyrazol-3-yl, F), (B-604, F, 
Pyrazol-3-yl, CF 3 ), (B-605, F, Pyrazol-3-yl, Br), (B-606, F, Pyrazol-3-yl, Me), (B-607, F, 

25 pyrimidin-2-yl, H), (B-608, F, pyrimidin-2-yl, CI), (B-609, F, pyrimidin-2-yl, F), (B-610, F, 

pyrimidin-2-yl, CF 3 ), (B-611, F, pyrimidin-2-yl, Br), (B-612, F, pyrimidin-2-yl, Me), (B-613, F, 
pyrimidin-4-yl, H), (B-614, F, pyrimidin-4-yl, CI), (B-615, F, pyrimidin-4-yl, F), (B-616, F, 
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pyrimidin-4-yl, CF 3 ), (B-617, F, pyrimidin-4-yl, Br), (B-618, F, pyrimidin-4-yl, Me), (B-619, F, 
pyrimidin-5-yl, H), (B-620, F, pyrimidin-5-yl, CI), (B-621, F, pyrimidin-5-yl, F), (B-622, F, 
pyrimidin-5-yl, CF 3 ), (B-623, F, pyrimidin-5-yl, Br), (B-624, F, pyrimidin-5-yl, Me), (B-625, F, 
HOOCCH 2 CH 2 CH 2 , H), (B-626, F, HOOCCH 2 CH 2 CH 2 , CI), (B-627, F, HOOCCH 2 CH 2 CH 2 , F), 
5 (B-628, F, HOOCCH 2 CH 2 CH2, CF 3 ), (B-629, F, HOOCCH 2 CH 2 CH 2 , Br), (B-630, F, 
HOOCCH 2 CH 2 CH 2 , Me), (B-631, F, HOOCCH 2 CH 2 CH 2 CH 2 , H),.(B-632, F, 
HOOCCH 2 CH 2 CH 2 CH 2 , CI), (B-633, F, HOOCC^C^C^CH^ F), (B-634, F, 
HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-635, F, HOOCCH 2 CH 2 CH 2 CH 2 , Br), (B-636, F, 
HOOCCH 2 CH 2 CH 2 CH 2 , Me), (B-637, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (B-638, F, 

10 (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (B-629, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (B-640, F, 
(M S ) 2 NCOCa 7 .CH 7 CR 2 CH 7) CF 3 ), (B-641, F, (Me^NCOCHjCHjCHiCH*, Br), (B-642, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (B-643, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (B-644, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (B-645, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (B-646, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-647, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (B-648, 

15 F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (B-649, F, MeOCH 2 , H), (B-650, F, MeOCH 2 , CI), (B- 
651, F, MeOCH 2 , F), (B-652, F, MeOCH 2 , CF 3 ), (B-653, F, MeOCH 2 , Br), (B-654, F, MeOCH 2 , 
Me), (B-655, F, EtOCH 2 , H), (B-656, F, EtOCH 2 , CI), (B-657, F, EtOCH 2 , F), (B-658, F, 
EtOCH 2 , CF 3 ), (B-659, F, EtOCH 2 , Br), (B-660, F, EtOCH 2 , Me), (B-661, F, EtOCH 2 CH 2 , H), 
(B-662, F, EtOCH 2 CH 2 , CI), (B-663, F, EtOCH 2 CH 2 , F), (B-664, F, EtOCH 2 CH 2 , CF 3 ), (B-665, 

20 F, EtOCH 2 CH 2 , Br), (B-666, F, EtOCH 2 CH 2 , Me), (B-667, F, MeOCH 2 CH 2 OCH 2 CH 2 , H), (B- 
668, F, MeOCH 2 CH 2 OCH 2 CH 2 , CI), (B-669, F, MeOCH 2 CH 2 OCH 2 CH 2 , F), (B-670, F, 
MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (B-671, F, MeOCH 2 CH 2 OCH 2 CH 2 , Br), (B-672, F, 
MeOCH 2 CH 2 OCH 2 CH 2 , Me), (B-673, F, MeOCH 2 CH 2 , H), (B-674, F, MeOCH 2 CH 2 , CI), (B- 
675, F, MeOCH 2 CH 2 , F), (B-676, F, MeOCH 2 CH 2 , CF 3 ), (B-677, F, MeOCH 2 CH 2 , Br), (B-678, 

25 F, MeOCH 2 CH 2 , Me), (B-679, F, HOCH 2 , H), (B-680, F, HOCH 2 , CI), (B-681, F, HOCH* F), 
(B-682, F, HOCH 2 , CF 3 ), (B-683, F, HOCH* Br), (B-684, F, HOCH 2 , Me), (B-685, F, 
HOCH 2 CH 2 , H), (B-686, F, HOCH 2 CH 2 , CI), (B-687, F, HOCH 2 CH 2 , F), (B-688, F, HOCH 2 CH 2 , 
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CF 3 ), (B-689, F, HOCH 2 CH 2) Br), (B-690, F, HOCH 2 CH 2 , Me), (B-691, F, HOCH 2 CH 2 CH 2 , H), 
(B-692, F, HO CH 2 CE^CH^ CI), (B-693, F, HOCH 2 CH 2 CH 2 , F), (B-694, F, HOCH 2 CH 2 CH 2 , 
CF 3 ), (B-695, F, HOCH 2 CH 2 CH 2 , Bt), (B-696, F, HOCHjCHjCH* Me), (B-697, F, 
HOCH 2 CH 2 CH 2 CH 2 , H), (B-698, F, HOCH 2 CH 2 CH 2 CH 2 , CI), (B-699, F, HOCH 2 CH 2 CH 2 CH 2 , 
5 F), (B-700, F, HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-701, F, HOCH 2 CH 2 CH 2 CH 2 , Br), (B-702, F, 
HOCH 2 CH 2 CH 2 CH 2 , Me), (B-703, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (B-704, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (B-705, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (B-706, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-707, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (B-708, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (B-709, F, HOCH 2 CH 2 OCH 2 CH 2 , H), (B-7I0, F, 

10 HOCH 2 CH 2 OCH 2 CH 2 , CI), (B-711, F, HOCH 2 CH 2 OCH 2 CH 2 , F), (B-712, F, 
HOCH^OCHjCH* CF 3 ), (B-713, F, HOCH 2 CH 2 OCH 2 CH 2 , Br), (B-714, F, 
HOCH 2 CH 2 OCH 2 CH2, Me), (B-715, F, (Me) 2 N, H), (B-716, F, (Me) 2 N, CI), (B-717, F, (Me) 2 N, 
F), (B-718, F, (Me) 2 N, CF 3 ), (B-719, F, (Me) 2 N, Br), (B-720, F, (Me) 2 N, Me), (B-721, F, 
piperidin-4-yl-methyl, H), (B-722, F, piperidin-4-yl-methyl, CI), (B-723, F, piperidin-4-yl- 

15 methyl, F), (B-724, F, piped din-4-yl-methyl, CF 3 ), (B-725, F, piperidin-4-yl-methyl, Br), (B- 
726, F, piperidin-4-yl-methyl, Me), (B-727, F, cyclohexylmethyl, H), (B-728, F, 
cyclohexylmethyl, CI), (B-729, F, cyclohexylmethyl, F), (B-730, F, cyclohexylmethyl, CF 3 ), 
(B-731, F, cyclohexylmethyl, Br), (B-732, F, cyclohexylmethyl, Me), (B-733, Me, H, H), (B- 
734, Me, H, CI), (B-735, Me, H, F), (B-736, Me, H, CF 3 ), (B-737, Me, H, Br), (B-738, Me, H, 

20 Me), (B-739, Me, F, H), (B-740, Me, F, CI), (B-741, Me, F, F), (B-742, Me, F, CF 3 ), (B-743, 
Me, F, Br), (B-744, Me, F, Me), (B-745, Me, CI, H), (B-746, Me, CI, CI), (B-747, Me, CI, F), 
(B-748, Me, CI, CF 3 ), (B-749, Me, CI, Br), (B-750, Me, CI, Me), (B-751, Me, Me, H), (B-752, 
Me, Me, CI), (B-753, Me, Me, F), (B-754, Me, Me, CF 3 ), (B-755, Me, Me, Br), (B-756, Me, Me, 
Me), (B-757, Me, Et, H), (B-758, Me, Et, CI), (B-759, Me, Et, F), (B-760, Me, Et, CF 3 ), (B-761, 

25 Me, Et, Br), (B-762, Me, Et, Me), (B-763, Me, n-Pr, H), (B-764, Me, n-Pr, CI), (B-765, Me, n- 
Pi, F), (B-766, Me, n-Pr, CF 3 ), (B-767, Me, n-Pr, Br), (B-768, Me, n-Pr, Me), (B-769, Me, c-Pr, 
H), (B-770, Me, c-Pr, CI), (B-771, Me, c-Pr, F), (B-772, Me, c-Pr, CF 3 ), (B-773, Me, c-Pr, Br), 
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(B-774, Me, c-Pr, Me), (B-775, Me, i-Pr, H), (B-776, Me, i-Pr, CI), (B-777, Me, i-Pr, F), (B- 
778, Me, i-Pr, CF 3 ), (B-779, Me, i-Pr, Br), (B-780, Me, i-Pr, Me), (B-781, Me, n-Bu, H), (B- 
782, Me, n-Bu, CI), (B-783, Me, n-Bu, F), (B-784, Me, n-Bu, CF 3 ), (B-785, Me, n-Bu, Br), (B- 
786, Me, n-Bu, Me), (B-787, Me, i-Bu, H), (B-788, Me, i-Bu, CI), (B-789, Me, i-Bu, F), (B-790, 
5 Me, i-Bu, CF 3 ), (B-791, Me, i-Bu, Br), (B-792, Me, i-Bu, Me), (B-793, Me, sec-Bu, H), (B-794, 
Me, sec-Bu, CI), (B-795, Me, sec-Bu, F), (B-796, Me, sec-Bu, CF 3 ), (B-797, Me, sec-Bu, Br), 
(B-798, Me, sec-Bu, Me), (B-799, Me, n-Pen, H), (B-800, Me, n-Pen, CI), (B-801, Me, n-Pen, 
F), (B-802, Me, n-Pen, CF 3 ), (B-803, Me, n-Pen, Br), (B-804, Me, n-Pen, Me), (B-805, Me, c- 
Pen, H), (B-806, Me, c-Pen, CI), (B-807, Me, c-Pen, F), (B-808, Me, c-Pen, CF 3 ), (B-809, Me, 

10 c-Pen, Br), (B-810, Me, c-Pen, Me), (B-811, Me, n-Hex, H), (B-812, Me, n-Hex, CI), (B-813, 
Me, n-Hex, F), (B-814, Me, n-Hex, CF 3 ), (B-815, Me, n-Hex, Br), (B-816, Me, n-Hex, Me), 
(B-817, Me, c-Hex, H), (B-818, Me, c-Hex, CI), (B-819, Me, c-Hex, F), (B-820, Me, c-Hex, 
CF 3 ), (B-821, Me, c-Hex, Br), (B-822, Me, c-Hex, Me), (B-823, Me, OH, H), (B-824, Me, OH, 
CI), (B-825, Me, OH, F), (B-826, Me, OH, CF 3 ), (B-827, Me, OH, Br), (B-828, Me, OH, Me), 

15 (B-829, Me, MeO, H), (B-830, Me, MeO, CI), (B-831, Me, MeO, F), (B-832, Me, MeO, CF 3 ), 
(B-833, Me, MeO, Br), (B-834, Me, MeO, Me), (B-835, Me, EtO, H), (B-836, Me, EtO, CI), 
(B-837, Me, EtO, F), (B-838, Me, EtO, CF 3 ), (B-839, Me, EtO, Br), (B-840, Me, EtO, Me), (B- 
841, Me, n-PrO, H), (B-842, Me, n-PrO, CI), (B-843, Me, n-PrO, F), (B-844, Me, n-PrO, CF 3 ), 
(B-845, Me, n-PrO, Br), (B-846, Me, n-PrO, Me), (B-847, Me, PhO, H), (B-848, Me, PhO, CI), 

20 (B-849, Me, PhO, F), (B-850, Me, PhO, CF 3 ), (B-851, Me, PhO, Br), (B-852, Me, PhO, Me), 
(B-853, Me, BnO, H), (B-854, Me, BnO, CI), (B-855, Me, BnO, F), (B-856, Me, BnO, CF 3 ), 
(B-857, Me, BnO, Br), (B-858, Me, BnO, Me), (B-859, Me, PhCH 2 CH 2 0, H), (B-860, Me, 
PhCH 2 CH 2 0, CI), (B-861, Me, PhCH 2 CH 2 0, F), (B-862, Me, PhCH 2 CH z O, CF 3 ), (B-863, Me, 
PhCH 2 CH 2 0, Br), (B-864, Me, PhCH 2 CH 2 0, Me), (B-865, Me, CF 3 , H), (B-866, Me, CF 3 , CI), 

25 (B-867, Me, CF 3 , F), (B-868, Me, CF 3 , CF 3 ), (B-869, Me, CF 3 , Br), (B-870, Me, CF 3 , Me), (B- 
871, Me, CF 3 0, H), (B-872, Me, CF 3 0, CI), (B-873, Me, CF 3 0, F), (B-874, Me, CF 3 0, CF 3 ), 
(B-875, Me, CF 3 0, Br), (B-876, Me, CF 3 0, Me), (B-877, Me, Ph, H), (B-878, Me, Ph, CI), (B- 
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879, Me, Ph, F), (B-880, Me, Ph, CF 3 ), (B-881, Me, Ph, Br), (B-882, Me, Ph, Me), (B-883, Me, 
4-F-Ph, H), (B-884, Me, 4-F-Ph, CI), (B-885, Me, 4-F-Ph, F), (B-886, Me, 4-F-Ph, CF 3 ), (B-887, 
Me, 4-F-Ph, Br), (B-888, Me, 4-F-Ph, Me), (B-889, Me, 4-CF 3 -Ph, H), (B-890, Me, 4-CF 3 -Ph, 
CI), (B-891, Me, 4-CF 3 -Ph, F), (B-892, Me, 4-CF 3 -Ph, CF 3 ), (B-893, Me, 4-CF 3 -Ph, Br), (B-894, 
5 Me, 4-CF 3 -Ph, Me), (B-895, Me, 4-(Me) 2 N-Ph, H), (B-896, Me, 4-(Me) 2 N-Ph, CI), (B-897, Me, 
4-(Me) 2 N-Pb, F), (B-898, Me, 4-(Me) 2 N-Ph, CF 3 ), (B-899, Me, 4-(Me) 2 N-Ph, Br), (B-900, Me, 
4-(Me) 2 N-Ph, Me), (B-901, Me, 4-OH-Ph, H), (B-902, Me, 4-OH-Ph, CI), (B-903, Me, 4-OH- 
Ph, F), (B-904, Me, 4-OH-Ph, CF 3 ), (B-905, Me, 4-OH-Ph, Br), (B-906, Me, 4-OH-Ph, Me), 
(B-907, Me, 3,4-di-F-Ph, H), (B-908, Me, 3,4-di-F-Ph, CI), (B-909, Me, 3,4-di-F-Ph, F), (B-910, 

10 Me, 3,4-di-F-Ph, CF 3 ), (B-911, Me, 3,4-di-F-Ph, Br), (B-912, Me, 3,4-di-F-Ph, Me), (B-913, 

Me, 4-COOH-Ph, H), (B-914, Me, 4-COOH-Ph, CI), (B-915, Me, 4-COOH-Ph, F), (B-916, Me, 
4-COOH-Ph, CF 3 ), (B-917, Me, 4-COOH-Ph, Br), (B-918, Me, 4-COOH-Ph, Me), (B-919, Me, 
Bn, H), (B-920, Me, Bn, CI), (B-921, Me, Bn, F), (B-922, Me, Bn, CF 3 ), (B-923, Me, Bn, Br), 
(B-924, Me, Bn, Me), (B-925, Me, 4-F-Bn, H), (B-926, Me, 4-F-Bn, CI), (B-927, Me, 4-F-Bn, 

15 F), (B-928, Me, 4-F-Bn, CF 3 ), (B-929, Me, 4-F-Bn, Br), (B-930, Me, 4-F-Bn, Me), (B-931, Me, 
2-Py, H), (B-932, Me, 2-Py, CI), (B-933, Me, 2-Py, F), (B-934, Me, 2-Py, CF 3 ), (B-935, Me, 2- 
Py, Br), (B-936, Me, 2-Py, Me), (B-937, Me, 3-Py, H), (B-938, Me, 3-Py, CI), (B-939, Me, 3- 
Py, F), (B-940, Me, 3-Py, CF 3 ), (B-941, Me, 3-Py, Br), (B-942, Me, 3-Py, Me), (B-943, Me, 4- 
Py, H), (B-944, Me, 4-Py, CI), (B-945, Me, 4-Py, F), (B-946, Me, 4-Py, CF 3 ), (B-947, Me, 4-Py, 

20 Br), (B-948, Me, 4-Py, Me), (B-949, Me, 2-Th, H), (B-950, Me, 2-Th, CI), (B-951, Me, 2-Th, F), 
(B-952, Me, 2-Th, CF 3 ), (B-953, Me, 2-Th, Br), (B-954, Me, 2-Th, Me), (B-955, Me, 3-Th, H), 
(B-956, Me, 3-Th, CI), (B-957, Me, 3-Th, F), (B-958, Me, 3-Th, CF 3 ), (B-959, Me, 3-Tb, Br), 
(B-960, Me, 3-Th, Me), (B-961, Me, PyrazoI-2-yl, H), (B-962, Me, Pyrazol-2-yl, CI), (B-963, 
Me, Pyrazol-2-yl, F), (B-964, Me, Pyrazol-2-yl, CF 3 ), (B-965, Me, Pyrazol-2-yl, Br), (B-966, 

25 Me, Pyrazol-2-yl, Me), (B-967, Me, Pyrazol-3-yl, H), (B-968, Me, Pyrazol-3-yl, CI), (B-969, 
Me, Pyrazol-3-yl, F), (B-970, Me, Pyrazol-3-yl, CF 3 ), (B-971, Me, Pyrazol-3-yl, Br), (B-972, 
Me, Pyrazol-3-yl, Me), (B-973, Me, pyrimidin-2-yI, H), (B-974, Me, pyrimidin-2-yl, CI), (B- 
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975, Me, pyrimidin-2-yl, F), (B-976, Me, pyrimidin-2-yl, CF 3 ), (B-977, Me, pyrimidin-2-yl, Br), 
(B-978, Me, pyrimidin-2-yl, Me), (B-979, Me, pyrimidin-4-yl, H), (B-980, Me, pyrimidin-4-yl, 
CI), (B-981, Me, pyrimidin-4-yl, F), (B-982, Me, pyrimidin-4-yl, CF 3 ), (B-983, Me, pyrimidin- 
4-yl, Br), (B-984, Me, pyrimidin-4-yl, Me), (B-985, Me, pyrimidin-5-yl, H), (B-986, Me, 
5 pyrimidin-5-yl, CI), (B-987, Me, pyrimidin-5-yl, F), (B-988, Me, pyrimidin-5-yl, CF 3 ), (B-989, 
Me, pyrimidin-5-yl, Br), (B-990, Me, pyrimidin-5-yl, Me), (B-991, Me, HOOCCH 2 CH 2 CH 2 , H), 
(B-992, Me, HOOCCH 2 CH 2 CH 2 , CI), (B-993, Me, HOOCCH 2 CH 2 CH 2 , F), (B-994, Me, 
HOOCCH 2 CH 2 CH 2 , CF 3 ), (B-995, Me, HOOCCH 2 CH 2 CH 2 , Br), (B-996, Me, 
HOOCCH 2 CH 2 CH 2 , Me), (B-997, Me, HOOCCH 2 CH 2 CH 2 CH 2 , H), (B-998, Me, 

10 HOOCCH 2 CH 2 CH 2 CH 2 , CI), (B-999, Me, HOOCCB^CHiCHjCH* F), (B-1000, Me, 

HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-1001, Me, HOOCCH 2 CH 2 CH 2 CH 2 , Br), (B-1002, Me, 
HOOCCH 2 CH 2 CH 2 CH 2 , Me), (B-1003, Me, (Me)2NCOCH 2 CH 2 CH 2 CH 2 , H), (B-1004, Me, 
(Me^NCOCHaC^CHjCH^ CI), (B-1005, Me, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (B-1006, Me, 
(Me)2NCOCH 2 CH 2 CH 2 CH 2) CF 3 ), (B-1007, Me, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (B-1008, Me, 

15 (Me^NCOCHiCB^CHjCH* Me), (B-1009, Me, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (B-1010, 
Me, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (B-1011, Me, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (B- 
1012, Me, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-1013, Me, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , 
Br), (B-1014, Me, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (B-1015, Me, MeOCH 2 , H), (B-1016, 
Me, MeOCH 2 , CI), (B-1017, Me, MeOCH 2 , F), (B-1018, Me, MeOCH 2 , CF 3 ), (B-1019, Me, 

20 MeOCH 2 , Br), (B-1020, Me, MeOCH 2 , Me), (B-1021, Me, EtOCH 2 , H), (B-1022, Me, EtOCH 2 , 
CI), (B-1023, Me, EtOCH 2 , F), (B-1024, Me, EtOCH 2 , CF 3 ), (B-1025, Me, EtOCH 2 , Br), (B- 
1026, Me, EtOCH 2 , Me), (B-1027, Me, EtOCH 2 CH 2 , H), (B-1028, Me, EtOCH 2 CH 2 , CI), (B- 
1029, Me, EtOCHzCH^ F), (B-1030, Me, EtOCH 2 CH 2 , CF 3 ), (B-1031, Me, EtOCH 2 CH 2 , Br), 
(B-1032, Me, EtOCH 2 CH 2 , Me), (B-1033, Me, MeOCH 2 CH 2 OCH 2 CH 2 , H), (B-1034, Me, 

25 MeOCH 2 CH 2 OCH 2 CH 2 , CI), (B-1035, Me, MeOCH 2 CH 2 OCH 2 CH 2 , F), (B-1036, Me, 
MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (B-1037, Me, MeOCH 2 CH 2 OCH 2 CH 2 , Br), (B-1038, Me, 
MeOCH 2 CH 2 OCH 2 CH 2 , Me), (B-1039, Me, MeOCH 2 CH 2 , H), (B-1040, Me, MeOCH 2 CH 2 , CI), 
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(B-1041, Me, MeOCH 2 CH 2> F), (B-1042, Me, MeOCH 2 CH 2 , CF 3 ), (B-1043, Me, MeOCH 2 CH 2 , 
Br), (B-1044, Me, MeOCH 2 CH 2 , Me), (B-1045, Me, HOCH 2 , H), (B-1046, Me, HOCH 2 , CI), 
(B-1047, Me, HOCH 2 , F), (B-1048, Me, HOCH 2 , CF 3 ), (B-1049, Me, HOCH 2 , Br), (B-1050, Me, 
HOCH 2> Me), (B-1051, Me, HOCH 2 CH 2 , H), (B-1052, Me, HOCH 2 CH 2 , CI), (B-1053, Me, 
5 HOCH 2 CH 2 , F), (B-1054, Me, HOCH 2 CH 2 , CF 3 ), (B-1055, Me, HOCH 2 CH 2 , Br), (B-1056, Me, 
HOCH 2 CH 2 , Me), (B-1057, Me, HOCH 2 CH 2 CH 2 , H), (B-1058, Me, HOCH 2 CH 2 CH 2 , CI), (B- 
1059, Me, HOCH 2 CH 2 CH 2 , F), (B-1060, Me, HOCH 2 CH 2 CH 2 , CF 3 ), (B-1061, Me, 
HOCH 2 CH 2 CH 2 , Br), (B-1062, Me, HOCH 2 CH 2 CH 2 , Me), (B-1063, Me, HOCH 2 CH 2 CH 2 CH 2 , 
H), (B-1064, Me, HOCH 2 CH 2 CH 2 CH 2 , CI), (B-1065, Me, HOCH 2 CH 2 CH 2 CH 2 , F), (B-1066, Me, 

10 HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-1067, Me, HOCH 2 CH 2 CH 2 CH 2 , Br), (B-1068, Me, 

HOCH 2 CH 2 CH 2 CH 2 , Me), (B-1069, Me, HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (B-1070, Me, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (B-1071, Me, HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (B-1072, Me, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (B-1073, Me, HOCH^CHjCB^CB^CH^ Br), (B-1074, Me, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (B-1075, Me, HOCH 2 CH 2 OCH 2 CH 2 , H), (B-1076, Me, 

15 HOCH 2 CH 2 OCH 2 CH 2 , CI), (B-1077, Me, HOCH 2 CH 2 OCH 2 CH 2 , F), (B-1078, Me, 

HOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (B-1079, Me, HOCH 2 CH 2 OCH 2 CH 2 , Br), (B-1080, Me, 
HOCH 2 CH 2 OCH 2 CH 2 , Me), (B-1081, Me, (Me) 2 N, H), (B-1082, Me, (Me) 2 N, CI), (B-1083, Me, 
(Me) 2 N, F), (B-1084, Me, (Me) 2 N, CF 3 ), (B-1085, Me, (Me) 2 N, Br), (B-1086, Me, (Me) 2 N, Me), 
(B-1087, Me, piperidin-4-yl-methyl, H), (B-1088, Me, piperidin-4-yl-methyl, CI), (B-1089, Me, 

20 piperidin-4-yl-methyl, F), (B-1090, Me, piperidin-4-yl-methyl, CF 3 ), (B-1091, Me, piperidin-4- 
yl-methyl, Br), (B-1092, Me, piperidin-4-yl-methyl, Me), (B-1093, Me, cyclohexylmethyl, H), 
(B-1094, Me, cyclohexylmethyl, CI), (B-1095, Me, cyclohexylmethyl, F), (B-1096, Me, 
cyclohexylmethyl, CF 3 ), (B-1097, Me, cyclohexylmethyl, Br), (B-1098, Me, cyclohexylmethyl, 
Me) 

25 

U&lffll b n >7it7$3L^y (tpo) (D&MttilW; 
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OxM) 


A-l 


0.008 


A-14 


0.026 


B-27 


0.014 


A-43 


0.069 


A-2 


0.086 


A-15 


0.073 


A-28 


0.010 


A-44 


0.084 


A-3 


0.075 


A- 16 


0.025 


A-29 


0.016 


A-45 


0.074 


A-4 


0.026 


A-17 


0.013 


A-30 


0.109 


A-46 


0.013 


A-5 


0.0250 


A-18 


0.083 


A-31 


0.058 


A-50 


0.028 


A-6 


0.038 


A-19 


0.069 


A-32 


0.009 


A-51 


0.013 


A-7 


0.070 


A-20 


0.028 


A-33 


0.012 






A-8 


0.345 


A-21 


0.355 


A-34 


0.023 






A-9 


0.081 


A-22 


0.007 


A-35 


0.023 






Aao 


0.076 


A-23 


0.075 


A-37 


0.017 






A-ll 


0.070 


A-24 


0.049 


A-38 


0;028 






A-12 


0.191 


A-25 


0.018 


A-41 


0.014 






A-13 


0.025 


A-26 


0.007 


A-42 


0.037 
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mmm 1 

rn.fr & (i) x-mt>$ti zfc&W) 10 m g 

5 %m 700 mg 

3 — >*^— 274 mg 

HPC-L 16 mg 

1000 mg 

s£ ( i ) •zmt>$ti&<b'&yoi:m J m% eo^ * ^©.^avacai-ro r/— ^ 
io ^no^y^acis^cato cme.^ vmm-^m^xm^'r %><> i^*chp c 

?LS0 . 5~ 1 mm) b&©^ ^iltSo »&ft&«*Sf*fc&lEI&.fc*V'» ( 1 
2/6 O^yi'i) t-ijiLISi$ffl.o 

sftitt 2 



f££- j£ (I) •Zm.t>ZiXZ>ik&W 10mg 

ait 79 mg 

3 — 10 mg 

Xr7'J 1 mg 

20 100 mg 



mmw 3 

J5&# (I) X-mtygtiZlh-gryu ismg 

?LM 90 mg 
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3 — 9- 42 mg 

HPC-L Lag 

150 mg 

5£ (I) "c&t>2ti&ih€tta. 6 o * yisn.<D&z^Kimiro 



10 5$ (I) "C^tJ^na-fb^ lOmg 
?L«I 90 mg 
««a-fe^n— ^ 30 mg 
CMC-Na 15 mg 
Z.<rT U >jgT^*^frA 5mg 

15 150 mg 



5£ (I) T«*5*n-5'fb-&«». *f&flHr;i/n— CMC-Na (*;i/^dr-> 

^^;i/-fe;i/D— ^ t h "J >i7AJS) £ 6 0;* y i'a.cD.&S WdiiU I^t^o tM-^-* 

20 
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1 . ( I ) : 

x i_ Y i_ z i^-> 




A 



M (0 



R 6 

R7 -&^ X>"* X>"* r6 ^7>-^ 

R 8 ' R 7 

R 6 vs^,N r6 - S R 6 v -N R6 \—^ , 

YV-l t >-g Yvi YVl 



"N N ^-S' N 



S/CI* R' 

(5£# N E fct — CHj — N - (CH 2 ) 2 -, - (CH 2 ) -0-CH 2 -. 
— S — C H 2 5 
R 6 is.fc7>-R 7 &— ##5Si : 

R 12 

10 R 1<r V 

ess*, Rio, r 1 x N #&vR l2 &?:ti-£n%L£.vx7kmm3 L , emfiS¥A#>£.pgjR 
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5 i^fD7 >;-;k 

i&^ifi^mm^, {B&£nTUT& £^ffii&x;i/*;K #;i/tf3rS^ M7;^;^+ 

YH£-NR A CO- (CR C R D ) „- 2 -> — N R A C O — (CH 2 ) 0 _ 2 -V-, — N 
R A CO-CR c =CR D -^ -V- (CH 2 ) i_ s -NR A CO- (CH 2 ) 0 - 2 -. - 
15 V- (CH 2 ) ^s-CONR*- (CH 2 ) 0 -2~> -CONR A - (CH 2 ) 0 - 2 ~> 

- (CH 2 ) o_ 2 -NR A -S0 2 - (CH 2 ) o-2-^ - (CH 2 ) 0 - 2 -SO 2 -NR A 

- (CH 2 ) o_ 2 -> — N R A — (CH 2 ) o_ 2 -s -NR A -CO-NR A -. — N R A 

- C S — N R A — N -N=C ( — S R A ) -NR A -. - N R A C S N R A C O - N -N = 
C ( — S R A ) -NR A CO-, — N R A — (CH 2 ) 1 _ 2 -NR A -CO- N — N R A C 

20 ONR A NR B CO — N £fc«:-N = C ( — NR A R A ) -NR A CO (aS;^ R A tt^e 

wmztix^xb&^mmTjv mmztix^x&jL^is.mTji'Z-jv^Tr, 

25 tix\^x <b £.^7 » — ;k Si$ntv^tt<tv^A,f^7 , J~;^^ U^^tix^x^x 
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10 N (R F ) - (5£#s R F tt7j<^S^Sfe{ifi^T;i/^;i/) „ Ufctt- C H 2 - ; m{i 1 „ 

2, £&«3 ( ) ii^®#lEJfcli^#«Safct) 1?a*5*n*39l ; 

mm ( ) »4«-&©#«*fcB: 3 I ; #ffi&*t)t- ; 

R 1 °n R xl s R 12 {*^Ki7jc^0-?T-i±>fe<. R 10 *J:tJfR ll Asi:felC7k 

15 12 fit*C7 ymm^-Ztett^l -Qm^n^it-^m, t©7nF7y^ fcb<fc£-£*i 

2. Y'tf-NHCO-x -CONH-, -NHCH 2 -, - N H C O - C H = C H 
tfe(i-NHS0 2 -t!feSi*©iiIilSfBlCD h nV^^Ji^V^^Trf-^ 
20 Vf^ffl**iT*Eaii(fflrit«. 

4. A 1 ^^: 
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[5$^ R 13 tt*^^*fe«Mr;i/^;V ; Mfcfc-S-> -N (R E ) - N 

v > -r na> ib& ©-fb-^-fe ©<£/8 o 
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R 12 
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g^SSfB : t: kd^ s >, t/i^/k rvn$r> N ;\D®i7;i/^;k *;v:#3rS/ N {g,M. 

10 «Jg3S^s *ilF^fD7'J-^i 

Y 2 li-NR A CO- (CR C R D ) o-2-- — N R A C O — (CH 2 ) 0 _,-V— , -N 
R*CO-CE c =CR B - -V- (CH 2 ) x _ s -NR A CO- (CH 2 ) 0 - 2 -> ~ 
V- (CH 2 ) a_ 5 -CONR A - (CH 2 ) o-2~s -CONR A - (CH 2 ) 0 -2~> 
- (CH 2 ) 0 -2-NR A -SO 2 - (CH 2 ) 0-2-^ ~ (C.H 8 ) 0 - 2 -SO 2 -NR A 

15 - (CH 8 ) o-2~> — N R A — (CH,) 0 -2-> — NR A — CO — NR A — s — N R A 
-CS-NR A -s -N=C ( — S R A ) -NR A -. -NR A CSNR A CO- -N = 
C (-SR A ) -NR A CO-s — N R A — (CH,) ,. 2 -NR A -CO-> -NR A C 
ONR A NR B CO— N ££l;i-N=C ( — NR A R A ) — N R A C O — (5C«f» N RNi^g- 
ti^timSL vxyk^m^ S tc \*mk7fr*n> ; R B * fctt ^ * ; R c * «fc 

W>i?D7;V^K ■IfeSflTWrfe J^T^JV^/K Ift$nt^-C*J:UAfD7 
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10 ftlft ( ) tttfrfrOMSfcttWaEfe****" ; 

fc«U R 1( \ R 11 . R 1 2 {i^^^7jc^M : ?'Z?{*^e < % R 10 43<tf c R 11 d s i: i & {Cxfc 

nttktC7 5»*0?tttftvo "r^^ns-fb-g-^ >©7d <fe b < fct^ti 

15 10. Y 2 #-NHCO-. - CONH- -NHCH 2 -, -NHCO-CH=CH 

20 12. Z 2 □ ^ > £ li®Si7;^^fI^$ tit V^t i ^ 1 , 4 -7x = V 
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